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Description 

have 5HT 6 receptor antagonist kZwt ^orT? • "° W been discove ' ed . have been found to 
-^enhancement e.g. forthe^ 

ana ounmia, panic attacks, withdrawal from drug abuse such as coca^nT tZ^T' ! 9 ^ SUCh aS anorexia 
cphrenia, and also disorders associated with spinal 1^1™^^ ' ^ andbe ^^iazepines, schiz- 
the invention are also expected to be of use in he SS^iSS " hydrTCepha,us ' C °"« * 
(Irritable Bowel Syndrome) treatment of certain Gl (gastro.ntestinal) disorders such as IBS 

[0003, The present invention therefore provides, in a firs, aspect, a compound of formula (I) or a sait thereof: 



, ^ P j-A s-N 

o 




55 (I) 

wherein: 



50 



55 



b -^^ 

A is a single bond, a C^kylene or a C^alkenylene group- 

no or dC„ alkylamino, cyano orV s KTSShS ■tSSfctSr^^^'^^'^ 
heterocyclic rin r eaph ajutainiaq 1 to 4 heterol oZ«l.S,l r V heterocyclic *0 or is a 5 to 7-membered 
n is 0, 1, 2, 3, 4, 5 or t0 4 ne,ero «oms selected from oxygen, nitrogen or sulphur; 

R 2 is hydrogen, alkyl or aryl C,^ alkyl; 

R3 is a group H 5 or together with RS forms a group (CH,)„0 orlCHin„ D 3' ,• . , 

or (CH 2 ) 3 ; a P lOM 2'2° or (CH 2 ) 3 0 or R3 ,s linked to R* to form a group (CH 2 ) 2 

R< is an N-piperazine ring optionally substituted by C, 6 alkyl- and 

wherein aryl represents phenyl or naphthyl 

S^Cl^^K^X 0 ' 88 ^ ° f an0th6r 9r ° UP ' ^ be "*» Chai " " P ^rred 

imidazohy,. oxazofy,. thiazdy., oxadiaz^y, , SSTSt SSLST' !? ^ ,ria20,y, ' dteo W 
pyrazinyl. The heterocyclic ringscan be linked to the rJSL!^ Pyn ^' PVnmidy1, PyrTO,idinyl and 
present, a nitrogen atom. remainder of the molecule via any suitable carbon atom or, when 

2 ^ re I erably P is P hen W. thiophene. benzothiophene or naphthyl 

[0007] Preferably A is a single bond, an ethylene group or a CH-CH nrn ,,n u . , 

[0008] When Ri is a heterocyclic group suitable exZles inS£ th' Preferably A fe a sin 9 le bond - 

C^ealkyl optionalfy substituted by one or n3SZ £ T ^ Pre,erab ^ R1 is ha, °9 e " or 

[0009] Preferably n is 0. 1. 2 o^ paZaXT ^ ^ ° r '"""'"V- 

[0011] ''- ba «ed«^^^ 
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carbon atoms of the phenyl ring. Preferably R 3 is a group R 5 , in particular hydrogen. 

[0012] Preferably R 4 is meta with respect to the sulphonamide linkage. Optional substituents for these rings, which 
can be present on carbon and/or nitrogen atoms, include, in particular methyl. More preferably R 4 is unsubstituted 
piperazine. 

[001 3] Preferably R 5 is C^alkoxy, most preferably methoxy. Preferably R 5 is para with respect to the sulphonamide 
linkage. 

[0014] A preferred meaning for P-A is benzo[b)thiophen-2-yl or benzo[b]thiophen-3-yl optionally substituted by one 
or two R 1 groups, especially 5-chloro-3-methylbenzo[2]thiophen-2-yl. 
[0015] Particular compounds of the invention include: 

4-Bromo-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesulfonamide, 
N-[4-Methoxy-3-(4-methylpiperazin-1-yl)phenyl]-2-thiophenesulfonamide, 
N-[4-Methoxy-3-(4-methylpiperazin-1-yl)phenyl]-5-(pyridin-2-yl)-2-thiophenesulfonamide, 
2,5-Dich!oro-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]-3-thiophenesulfonamide, 

4- Bromo-5-chloro-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]-24hiophenesulfonamide, 
N-[4-Methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesulfonamide, 
3-Bromo-5-chloro-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]-2-thiophenesulfonamide, 
N-[4-Methoxy-3-(4-methylpiperazin-1 -yl)phenyl]benzylsulf onamide, 

2- Bromo-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesulfonamide, 

3- Bromo-N-[4-methoxy-3-(4-methyIpiperazin-1-yl)phenyl]benzenesulfonamide, 

3- Chloro-N-[4>methoxy-3-(4-methylpiperazin-1-yl)phenyl]-4-methylbenzenesulfonamide, 
N-[4-Methoxy-3-(4-methylpiperazin-1-yl)phenyl]-frar)s-styrenesulfonamide, 

3.4- Dichloro-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesulfonamide, 

3.5- Dichloro-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesulfonamide, 
N-[4-Methoxy-3-(4-methylpiper^ 

5- Chloro-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]-3-methyl-2-benzothiophenesulfonamide, 
N-[4-Methoxy-3-(4-methylpiperazin-1-yl)phenyl]-2-methyl-5-nitrobenzenesulfonamide, 
N-[4-Methoxy-3-(4-methylpiperazin-1-yl)phenyl]-2-trifluoromethylbenzenesulfonamide, 
N-[4-Methoxy-3-(4-methylpiperazin-1-yl)phenyl]-3-trifluoromethylbenzenesulfonamide, 
2,5-Dimethoxy-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]-benzenesulfonamide, 

4- Fluoro-N-[4-methoxy-3-(4Hnethylpiperazin-1-yl)phenyl]benzenesulfon amide, 
4-Chloro-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesulfonamide, 
4-lodo-N-{4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesulfonamide, 
4-Ethyl-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesulfonamide, 
4-tert-Butyl-N-[4-methoxy-3-(4-methylpiperazin-1"yi)phenyl]ben2enesulfonamide t 
4-lsopropyl-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesulfonamide, 
4-te/t-Amyl-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesutfonamide, 
N-[4-Methoxy-3-(4-methylpiperazin-1-yl)phenyl]-4-trifluoromethoxybenzenesulfonamide, 

4- n-Butoxy-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesulfonamide, 
IM-[4-Methoxy-3-(4-methylpiperazin-1-yl)phenyl]-4-methylbenzenesulfonamide, 

5- Chloro-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]-2-thiophenesulfonamide, 
N-[4-Methoxy-3-(4-methylpiperazin-1-yl)phenyl]-1-naphthalenesulfonamide, 
N-[4-Methoxy-3-(4-methylpiperazin-1-yl)phenyl]-2-naphthalenesulfonamide ( 
5-(Dimethylamino)-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]-1-naphthalenesulfonamide, 
4-Bromo-N-[7-(4-methylpiperazin-1-yl)-2,3-dihydrobenzofuran-5-yl]-benzenesulfonamide, 
4-Methoxy-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesulfonamide, 
4-n-Butyl-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesulfonamide, 
4-Amino-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenylJbenzenesulfonamide, 

2- Chloro-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesulfonamide, 

3- Chloro-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenylJbenzenesulfonamide, 
2 I 3,4-Trichloro-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]-benzenesulfonamide, 

4- Chloro-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]-2 l 5-dimethylbenzenesulfonamide, 
N-[4-Methoxy-3-(4-methylpiperazin-1-yl)phenyl]-3-methylbenzenesulfonamide, 
2,5-Dibromo-3 t 6-difluoro-N-[4-methoxy^ 

N-[4-Methoxy-3-(4-methylpiperazin-1-yl)phenyi]-2 I 3,5 t 6-tetramethylbenzenesulfonamide, 

5- Chloro-2-methoxy-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]-benzenesulfonamide l 
3-Fluoro-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesulfonamide, 
3 t 4-Drfluoro-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesulfonamide, 
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4Chloronaphthalene-1-sutfonica^^ 

7-Chloronaphthalene-1 -sulfonic add a ^ J ^ hy ' P,pera2m - 1 - yl) P hen y | J ami ^, 

! " 1 1 In. — 

„C' 1 a i 

Napntnalene-1-sulfonic acd [7-(4-methvtoiDerazin-i »n s q u 
Thio P hene- 2 -s Ul fonic acid [7 Vmeth^aS T SSSSZTZ^T™^ am,de ' 

5-Pyridin-2-ylthiophene-2-sulfonicacid 17 <l n*T 1 -W- 2 ' 3 - d %*°benzofuran-5-yl] amide, 

4- Bromo-5-chlorothiophene-2-sulfonic ac id 17(4 m ' h " 1 " yl) - 2 ' 3 - d,h y drobe,1z °'^an-5-yl] amide, 
3-Bromo-5-chiorothioJhentLZncacd^ 

5- Chlo ro -3-methy,benzo^ 

amide, ac,d ^""'^y'P'Perazin-i-yo^.a-dihydrobenzofuran-S-yl] 
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44ert-Butyl-N-[7-(4-methylpiperazi^ 
2,5-Dibromo-3,6-dif!uoro-N-[7-(4-m^ 
2,5-Dibromo-3,6-difluoro-N-(7-pipera^ 

4- Chloro-2,5-dimethyl-N-(7-piperazin-1-yl^ 

5- Chloro-3-methyl-ben2o[b]thlophene-2-sulphonic acid [4-hydroxy-3-(4-methy!pjperazin-1-yl)-phenyl]-amide, 
5-Chloro-3-methyl-benzo[b]thiophene-2-sulphonic acid [4-ethoxy-3-(4-methylpiperazin-1-yl)-phenyl]-amide, 
5-Chloro-3-methyl-ben2o[b]thiophene-2-su!phonic acid [4-isopropoxy-3-(4-methylpiperazin-1-yO-phenyl]-amide, 
Naphthalene-2-sulfonic acid [2-bromo-5-(4-methytpiperazin-1 -yl)phenyl]amide 
5-Chloro-3-methytbenzo[b]thiophene-2-sulfons acid [4-chloro-3-(4-methylpiperazin-1 -yl)phenyl]amide, 
Naphthalene-2-sulfonic acid [4-bromo-3-(4-methylpipera2in-1 -yl)phenyl]amide, 
1-(5-Chloro-3HTiethylbenzo[b]thio^ H-indole, 
1-(5-Chloro-3-methylben2o[b]thiophene-2-sutf^^ 

5-Chloro-3-methylben2o[b]thiophene-2-sulfonic acid[4-methoxy-2-methyl-3-(4-methylpiperazin-1-yl)phenyl] 
amide, 

5-Chloro-3-methylbenzo[blthiophene-2-sulfonic acid[2-(2- hydroxy ethyl)-4-methoxy-3-(4-methylpiperazin-1-yl) 
phenyl]amide, 

1-(5-Chloro-3HTiethylben2o[b]thiophene-2-sulfonyO^^ 
hydrochloride, 

5-Chloro-3-methylben2o[b]thiophene-2-sulfonic acid[3-methoxy-4-(4-methylpipera2in-1-yl)phenyl]amide, 
Naphthalene-2-sulfonic acid [3-(4-methylpiperazin-1-yl)phenyl]amide and pharmaceutically acceptable salts 
thereof. 

[0016] The compounds of the formula (I) can form acid addition salts with acids, such as conventional pharmaceu- 
tically acceptable acids, for example maleic, hydrochloric, hydrobromic, phosphoric, acetic, fumaric, salicylic, citric, 
lactic, mandelic, tartaric and methanesulphonic. 

[001 7J Compounds of formula (I) may also form solvates such as hydrates, and the invention also extends to these 
forms. When referred to herein, it is understood that the term •compound of formula (I)' also includes these forms. 
[0018] Certain compounds of formula (I) are capable of existing in stereoisomers forms including diastereomers and 
enantiomers and the invention extends to each of these stereoisomers forms and to mixtures thereof including race- 
mates. The different stereoisomers forms may be separated one from the other by the usual methods, or any given 
isomer may be obtained by stereospecific or asymmetric synthesis. The invention also extends to any tautomeric forms 
and mixtures thereof. 

[0019] The present invention also provides a process for the preparation of a compound of formula (I) or a pharma- 
ceutically acceptable salt thereof, which process comprises the coupling of a compound of formula (II): 



in which R 1 , n, P, and A are as defined in formula (I) or protected derivatives thereof and L is a leaving group with a 
compound of formula (III): 




0D 




R 3 
(HI) 



in which R 2 , R 3 , R 4 and R 5 are as defined in formula (I) or protected derivatives thereof and optionally thereafter: 
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• removing any protecting groups, 

• interconvert »ng compounds , 
in R4 represents N<V fi alkyl^ 

• forming a pharmaceutically acceptable salt. 

reaction may be carried oJ SX £2£S!l ^ " ^ SUCh 38 acetone S «* ■ 

[0021J Those skilled in the art will appreciate that it may h e n^ 3 „ t 

« groups and methods for their attachment and removal Z X! " Wl 9r0ups ' Sultable Protecting 

described in Greene T.W. 'Protect ^ITin^Zi Z^ T 3rt ° f ° r9anic chemisX * such 88 «hose 

t^»9 groups formepiperaz^^ 

^IcZaCs^ZrmSr (,,,) ^ C ~ ia, ' y aVaNab,e " ™" be P-P- according to known 
STLST"** aCCeP,ablS ^ ^ bS PrSpared — -V * -ction w»h the appropriate acid or 

obsessive compulsive disorders, migTne a ^ 

eluding dfeturbances of Orcadian tartZ S52ft£ 8 mem0,V enhanc ement), sleep disorders ( Z 

from drugabusesuch as cocaine, eEnSSS^ 88 T" ^ bU " mia ' Pa " iC attacks ' withdrawal 

10029) The present Invention also wovS^ZZI^X V*™" P™!**"* d lire disorders. 

may be in (he form of tablets, capsules oral S!^T„ ^ « 

injectable or infusable solutions or suspen tons JSSSLTT h™"'* 5 ' teen9 "' ~»utab.e powders 
ferred. uspensions or suppositones. Orally adm.nistrable compositions are generally pre- 

eZ^a^ 

™^ 

use. Such liquid preparations may oonta^^ZZ^ J^TT ' ° r °' her SUi,ab,e Vehicle before 

aqueous vehicles (which may incfudeedS^^^ 

[0033) For parenteral admiration, fluid untdTageSml a^ 

pharmaceutically acceptable salt thereof and a steriS SET P P ' S ' ng 3 com P° und ° f invention or 

tration used, can be ^au^SSES^^? COmP ° Und ' dependin9 ° n the Vehic,e and c °ncen- 
for injection and filter sterilised before f^^ 

such as a local anaesthetic, P^tS^^^^ Advantageously, adjuvants 
the composition can be frozen after fillinq into the vial *nX*i?!? dlssolved ln the vehicle. To enhance the stability, 
are prepared in substantially the sa^^tZtTJlZZ, T ParM ^"Sion* 

dissolved, and sterilization cannot be 2S5ZK2STTE c^i. inS,ead 0f bei " 9 

ylene oxide before suspension in a sterile vehtele Ad^ZZ.i i " ™ b ° by exposure to «•>- 

composition to facilitate unKorm dtawSi^cISSl^ " Wett ' n9 ^ " inC ' Uded in ,he 

[0034, The compositionmaycontain,rom0,o /Oto99 o /Obyweigntipreferab ^ 
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material, depending on the method of administration. 

[0035] The dose of the compound used in the treatment of the aforementioned disorders will vary in the usual way 
with the seriousness of the disorders, the weight of the sufferer, and other similar factors. However, as a general guide 
suitable unit doses may be 0.05 to 1000 mg, more suitably 0.05 to 20.0 mg, for example 0.2 to 5 mg; and such unit 
5 doses may be administered more than once a day, for example two or three a day, so that the total daily dosage is in 
the range of about 0.5 to 100 mg; and such therapy may extend for a number of weeks or months. 
[0036] When administered in accordance with the invention, no unacceptable toxicological effects are expected with 
the compounds of the invention. 

[0037] The following Descriptions and Examples illustrate the preparation of compounds of the invention. 

10 

Description 1 

1-(2-Methoxy-5-nitrophenyl)piperazine (D1) 

15 [0038] A solution of 5M sulphuric acid (1 1 4ml) was added over 0.3h to 1 -(2-methoxyphenyl)piperazine (1 1 0g) at 0°C 
with stirring. To the ice-cooled stirred slurry was then added, over 1 .75h, concentrated sulphuric acid (560ml) and the 
temperature was maintained for a further 1 .5h. Potassium nitrate (71 .5g) was then added portionwise over 1 .5h to the 
stirred, cold, viscous mixture which was then left to stand for 18h. The solution was poured onto ice (2Kg) and the 
resulting cooled mixture brought to pH 12 by the addition of 40% sodium hydroxide solution. The oily mixture was 

20 extracted with ethyl acetate (2 x 2L) and the combined organic extracts were washed with water (3L), dried (IS^SO^, 
concentrated to a residue which was stirred with diethyl ether (700ml) to give the title compound (D1 ) as a yellow solid, 
m.p. 84-87°C (95g, 70%). MH+238. 

Description 2 

25 

4-ferl-Butoxycarbonyl-1-(2-methoxy-5-nitrophenyl)piperazine (D2) 

[0039] To a stirred heterogeneous solution of 1 -(2-methoxy-5-nitrophenyl)piperazine (D1 ) (99.2g) in tetrahydrof uran 
(1.1L) and water (1.1L) was added a solution of di-terf-butyldicarbonate (91 .3g) in tetrahydrof uran (300ml) over 0.5h. 
30 Potassium carbonate (60.7g) was then added in- portions over 0.5h and the mixture was stirred at ambient temperature 
for 18h. The whole was concentrated to remove the organic solvent and the resulting mixture was extracted with 
dichloromethane (2 x 1L). The combined organic phases were washed with water (1L), dried (Na2S0 4 ) and concen- 
trated to a residue which was stirred with diethyl ether (500ml) and hexane (750ml) to afford the title compound (D2) 
as a yellow solid, m.p. 136-7°C (125g, 89%). MH+338. 

35 

Description 3 

4-fert-Butoxycarbonyl-1-(5-amino-2-methoxyphenyl)piperazine (D3) 

40 [0040] A slurry of 1 0% palladium on carbon (1 Og) in a solution of 4-fe/T-butoxycarbonyM -(2-methoxy-5-nitrophenyl) 
piperazine (D2) (124.5g) in ethanol (3.5L) and water (50ml) was stirred with hydrogen at ambient temperature and 
atmospheric pressure for 1 8h. The reaction mixture was filtered and the filtrate concentrated to afford the title compound 
(D3) as a gum (112g, 99%). MH + 308. 

45 Description 4-14 

General Preparation of N-[4-methoxy*3-(4-Nbutoxycarbonyl-1-piperazinyl)phenyl] ary (sulfonamides (D4-D14) 

[0041] A solution of 4-f-butoxycarbonyh1-(5-amino-2-methoxyphenyl)piperazine (D3) (15.6mmol), diisopropylethyl- 
50 amine (15.6mmol) and the appropriate aryl sulfonyl chloride (15.6mmol) in dichloromethane (100ml) was stirred at 
room temperature for 18h. The mixture was concentrated and the residue chromatographed on silica gel eluting with 
a dichloromethane/methanol gradient to give the following pure title products. 



55 
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MS(MH+) 1 


2-Chloro^-fluoio-N-{4-methoxy-3-(4-t-butoxvcarbonvl i 
piperazinyDphenyilbenzenesuifonamide (D4> 


1 


3-Bromo-N-[4-methoxy-3-(4-t-butoxvcarbonvl-1 
pipenizinyl)phenyl]benzenesulfonajnide fD5> 


# I 


3-ChlonvN-[4-met^ 
J pipera2inyi)phenyl]ben2enesulfonamide (D6) 


* 1 


I 4-Bromo-5-chloit)thioDhene-2-qii1fnniV m ~~*u ^ > „ 
1 -vtwHMwjwiwio-^ ^ujiunic 2cig [4-rnctiiOxv-3-t4*i- 

butoxycarbonyl-l-piperazinyljphenvl] amide (D7) 


* j 


J 2,5-Dich]orothiophene-3-sulfonic acid (4-methoxy-3-(4-t- 

I butoxycarbonv]*l-oiDera7invnnhA«\/no«*;^i A m 0 \ 
■ ^ x y*t^iacinyi^pnenyjjaiTUQe (Do) 


* 1 


4-Bromo-N-[4-methoxy-3-(4.t-butoxycarbonyl-l- 
1 P>perazinyl)phenyl]benzenesulfonamidea)9) 


526/528 


1 5-Chloro-3-methvlbenzorhlthinnhor»a o „»,ir^_* 

1 * j * wM, / i ^"^"iujiJiiupnene-z-su]ronic acid [4- 

methoxy-S^t-butoxycarbonyl-l-piperazinyl^henyl] amide 
(D10) 


552/554 


5-Chloro-2-methylbenzo[b]thiophene-3-sulfonic acid [4- 

1 raethoxy-3-(4-t-butoxycarbonvl-l-nirv»r5.7m u i'w,k^..n - -j 
|^ ' N /vMuuiiji i piperazjnyijpnenylj amide 


552/554 


Benzofumn^-sulfomc acid [4-methoxy-3-(4-t-butoxycarbonyl-l- 
I piperaziny])phenyl] amide (D12) 


488 | 


1 -Methyl-lH-indoie-2-sulfonic acid [4-methoxy-3-(4-t- 
butoxycarbonyi-l-piperazinyDDhenyl] amide (Dm 


501 j 


5-Chloronaphthalene-2-sulfonic acid (4-methoxy-3-(4-t- 
[ butoxycarbony]-l-piperazinyl)DhenylJamide{D14) 





* Intemiediate used erode without isolation 

50 Description 10 



55 



» (D1 0) ' ^^y-^^-'^-Duroxycarbonylpiperazin-l -yl) 

«°»o<5-C™»ro*™th^^ 1° I* S °"""'" <" WM <"•""» 
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(Na 2 S0 4 ), and concentrated to a foam which was stirred with acetone (800ml) and water (800ml) to afford the title 
compound (D10) as a maroon solid, m.p. 100-103°C (194.9g, 97%). MH + 552/554. 

Description 15 

5 

1 -(2-Methoxy-5-n itropheny l)-4-trichloroacetylpiperazine (D1 5) 

[0043] A solution of 5-nitro-1-(2-methoxyphenyl)piperazine (D1) (44g) in dichloromethane (300ml) was added to a 
stirred solution of trichloroacetylchloride (32ml) in dichloromethane (200ml) over 0.25h. After 3hrs, the reaction mixture 
10 was concentrated and the residue recrystallised from chloroform to yield the title compound (D15) as a yellow solid 
(43g, 61 %). Found MH + 382/384. 

Description 16 

15 1 -(5-Am ino-2-methoxypheny l)-4-trlchloroacetylpiperazine (D1 6) 

[0044] A solution of stannous chloride dihydrate (27g) in concentrated HCI (60ml) was slowly added to a stirred 
suspension of 1-(2-methoxy-5-nitrophenyl)-4-trichloroacetylpiperazine (D15) (15g) in concentrated HCI/ethanol (1:2, 
120ml). After 24hrs, the mixture was filtered, diluted with dichloromethane (600ml) and basified with Na 2 C0 3 solution. 
20 The layers were separated, the organic phase dried, concentrated to 1/3 the volume and acidified with 1M ethereal 
HCI solution to afford the title compound (D16) as a green solid (2.5g, 15%). Found MH+ 352. 

Description 17 

25 Cyclopropy l-[4-(2-methoxy-5-n itropheny l)-piperazin-1-yl]methanone (D1 7) 

[0045] To a solution of 1 -(2-methoxy-5-nitrophenyl)-piperazine (500mg, 2.1 mmol) in dichloromethane (50ml) at 0°C 
under argon was added triethylamine (0.59ml, 4.2mmol) and cyclopropane carbonyl chloride (2.1 mmol). Stirring was 
continued for 12 hrs. The reaction mixture was concentrated in vacuo and partitioned between saturated aqueous 
30 NaHC0 3 and dichloromethane. The organic layer was dried over sodium sulphate and concentrated in vacuo to give 
the title compound (D1 7) in 90% yield. Found MH + 306. 

Description 18 

35 [4-(2-Methoxy-5-nitrophenyl)-piperazin-1 -y l]pheny I methanone (D1 8) 

[0046] The title compound was prepared in 85% yield using the procedure outlined in D1 7 using benzoyl chloride. 
Found MH + 342. 



40 Description 19 

[4-(5-Amino-2-methoxy-phenyl)-piperazin-1-yl]cyclopropyl methanone (D19) 

[0047] A solution of the cyclopropy44-(2-methoxy-5-nitrophenyl)-piperazin-1 -yljmethanone (D1 7) (1 .8mmol) in eth- 
45 anol was hydrogenated over 1 0% Palladium on charcoal catalyst for 2hrs at room temperature to give the title compound 
in 91% yield. Found MH + 276. 

Description 20 

50 [4-(5-Amino-2-methoxy-phenyl)-piperazin-1-yl]phenyl methanone (D20) 

[0048] The title compound was prepared in 95% yield using the procedure outlined in D19. Found MH+ 312 
Description 26 

55 

1-(4-Bromo-3-nitrophenyl)-4-methylpiperazlne (D26) 

[0049] A solution of 1-methyl-4-(3-nitrophenyl)piperazine (EP0533267A) (1 .0g; 4.5 mmol) in glacial acetic acid (25 
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10 



15 



20 



25 



30 



35 



40 



45 



50 



55 



romethane. The organic pha£ was ^ C f onate <«» and » methane, in dichlo- 

(D26) as a viscousorange oil (92^ -KSSSSiSS^^ 

Description 27 

2-Bromo-5-(4-methylplpera2in-1-yl)phenylamine(D27) 

mmo.) in methano, (70 m "u^^ (026) (3.54g. 1lJ 

water and 3% methano, in dich.oromethane. The orga* p ase wa S ^ Z and '"T" b *"" n 
pressure to give the crude product. This was ourified bv rhr«m7tl?V Na 2 S0 4 ) and evaporated under reduced 
-ethane togive the t«^ 

Description 28 

2-Methoxy-6-methylphenylamine (D28) 

tt~£ZnV> EXEESSE!^ T ^ in ^ (25 ° W3S ^ogenated 
--edbyfiltr^^ «" ™- ™* cata^st was 

oil, which crystallised on standing (11 I8g 91°/) ceapressuretoleavetnetrtle compound (D28) as an amber 

'H NMR (250 MHz. CDCI3) « (ppm): 6.75-6.65 (m, 3H), 3.81 (s, 3H), 3.72 (br s, 2H), 2.19 (s, 3H). 
Description 29 

1 -(2-Methoxy-6-methylphenyl)-4-methylpiperazine (D29) 

mixture was cooled and filtered, and the filtrate evaDoraS unZ Z^J? ] ^ ar9 ° n for 20 h - ^ 

as a red oi. which slowly crystaiiised on JS^KjSSST PfeSSUre * '"* ^ (D29) 
Description 30 

1-(6-Methcxy.2.meth y i-3-nitrophenyl)^methylplpera2ine(D30) 

aM ,»,=«.,« s „ 0 ^ lhe litl6 'JS?S "SEES?* °" *° ^ 

Description 31 

2-[3-Methoxy-2-(4-methylpipera 2 ln.1. y i>6-nitrophenyl]ethanol(D31) 

heated at 70-75'C for 30 h. AneTcootinglh^ mZre' waTn^r ,ert - bu,oxide < 52 0 46 mmol was 

phase was dried (Na^O,) evapoSaTunder ZSZ SSJSfJSST T' The «»* 

™™h,o^^ 
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Description 32 

2- [6-Amino3-methoxy-2-(4-methylpiperazin-1 -y l)p heny l]ethanol (D32) 

[0055] The title compound (D32) was prepared from 2-[3-methoxy-2-(4-methylpiperazin-1 -yl)-6-nitrophenyl]ethanol 
(D31) (142 mg, 0.48 mmol) using the method of Description 28 as a clear oil which crystallised on standing (94mg, 
74%)MH + =266. 

Description 33 

4-Methoxy-2-methy l-3-(4-methy lpiperazin-1 -y l)pheny lamlne (D33) 

[0056] The title compound (D33) was prepared from 1 -(6«methoxy-2-methyl-3-nitrophenyl)-4-methylpipera2ine (D30) 
(150 mg, 0.56 mmol) using the method of Description 28 as a tan powder (78 mg, 59%) MH + =236. 

Description 34 

1-(2-Methoxy-4-nitrophenyl)-4-methylpiperazine (D34) 

[0057] A mixture of N-methylpiperazine (216 mg, 2.15 mmol), 2-bromo-5-nitroanisole (1g, 4.3 mmol), potassium 
carbonate (447 mg, 3.23 mmol), copper (I) bromide (86.6 mg, 0.30 mmol) in pyridine (0.5 ml) and toluene (2 ml) was 
heated at 1 00° C overnight. After cooling, the mixture was partitioned between water and ether and the aqueous phase 
was further extracted with ethyl acetate. The combined organic phases were dried (Na 2 S0 4 ) and evaporated under 
reduced pressure, to give the crude product. This was purified by chromatography on silica gel, eluting with methanol 
and dichloromethane, to give the title compound (D34) as a yellow/brown oil (80 mg, 15%) MH + =252. 

Description 35 

3- Methoxy-4-(4-methylpiperazin-1-yl)phenylamine (D35) 

[0058] The title compound (D35) was prepared from 1 -(2-methoxy-4-nitrophenyi)-4-methylpiperazine (D34) (80mg, 
0.319 mmol) using the method of Description 28 (50 mg, 71%) MH + =222. 

General preparation of aryl-N-(4-methoxy-3-piperazin-1-yl)-benzenesulfonamide hydrochlorides on solid 
phase 

Description 40 

Preparation of 1-(2-methoxy-5-nitrophenyl)piperazin-4-yl bound to Merrifield resin 

[0059] A solution of 1-(2-methoxy-5-nitrophenyl)piperazine (9.7g) in N-methy!pyrrolidin-2-one (NMP) (150ml) was 
heated with chloromethylpolystyrene-divinylbenzene resin (Merrifield, 150-300 mesh) at 60°C for 24h under argon. 
The resin was then filtered, washed (NMP; dichloromethane/methanol gradient) and dried to give the title compound 
(6.9g) which was used directly in Description 41 . 

Description 41 

Preparation of 1-(5-amino-2-methoxyphenyl)piperazin-4-yl bound to Merrifield resin 

[0060] A solution of stannous chloride dihydrate (9g) in N,N-dimethylformamide (DMF) (120ml) was stirred for 72h 
at room temperature under argon with the resin from Description 40 (6.9g). The resin was filtered, washed (DMF; 
dichloromethane/methanol gradient) and dried to give the title compound (6.6g) which was used directly in Description 
42. 
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Description 42 



washed (dichloromethane; SoS^ 41 ' ^ resin was the " ««* 

directly in Examples 1 33-137. nane ™«nanol arad.ent, methanol) to y.eld the title compound which was used 

Example 1 

N^4-^Wto^ H ^««l W M. P ip.» 2 |,,»l)p teww , k>phel ^ 21r ,, l , ltenm|a^ 

^L^^^^t^sr^Lr^ - - ■ — - - 

room temperature. The resultant crystalline solid was £S J"J „ ( ^? 3nd the m,xture stood overni 9 nt * 
the title compound as the hydroctS ^ *■» dte »* *> ~* 
[0063] The following compounds were prepared in a similar manner. 
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MS (MH+) 


4-Bromo-N-[4-methoxy-3-(4-methy!piperazin-l- 
yl)phenyl]benzenesulfonamide (E2) 


! 441 


N-[4-Methoxy-3-(4-methylpipera2in-lryl)phenyl]-2- 
thiophenesulfonamide (E3) 


368 


N-[4-Mcthoxy-3-(4-methylpipera2in-l-yl)phenyl]-5-(pyridin-2-yl)- 
2-thiophenesulfonamide (E4) 


445 


2,5-DichIon>-N-[4-methoxy-3-(4-methy]piperazin--l-yl)phcnyI]-3- 
thiophenesulfonamide (E5) 


436/438 


4-Bromo-5-chlon>N-[4-methoxy-3^(4-methy]piperazin-l- 
yl)phenyl]-2-thiophenesulfonamide (E6) 


482 


N-[4-Methoxy-3-(4-methylpipcrazih-l- 
yI)phenyl]benzenesulfonamide (E7) 


362 


3-Bromo-5-chlon>-N-t4-inethoxy-3-(4-methylpiperazin-l- 
yI)phenyl]-2-thiophenesulfonamide (E8) ! 


480/482 


N-[4-Methoxy-3-(4-methylpiperazin- 1 -y l)phenyI]benzylsuIfonamide 
(E9) 


376 


2'Bromo-N-[4-methoxy-3-(4-methylpiperazin-l-yl)phenyl]- 
benzenesulfonamide (E10) 


440/442 


3-Bromo-N-[4-methoxy-3-(4-methy]piperazin-l-yl)phenyl]- 
benzenesulfonamide (El 1) 


440/442 


3-Chloro-N-[4-methoxy-3-(4-methylpiperazin- 1 -yl)phenyl]-4- 
methyl-benzenesulfonamide (E12) 


410 


N-[4-Methoxy-3-(4-methylpiperazin-l -y])phenyl J-/mnj- 
styrenesulfonamide (El 3) 


388 


3ADichloro-N-[4-methoxy-3-(4-methylpiperazin-l-yl)phenyl]- 
benzenesulfonamide (El 4) 


430 


3,5-Dichloro-N-[4-methoxy-3-(4-methylpiperazin-l- 
yl)phenyl]benzenesulfonamide (El 5) 


430/432 


N-[4-Methoxy-3-(4-methy]piperazin-l-yl)phenyl]- 
[2,1 ,3]benzothiadiazoIe-4-suIfonamide (E16) 


420 


5-Ch]oro-N-[4-methoxy-3-(4-methylpiperazin-l-yl)phenyl]-3- 
methyl-2-benzothiophenesulfonamide (E17) 


466 
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N-[4-Methoxy-3-(4- m cthy]piperazin-l-yl)ph e ny|J-2. nre thyl-5-nitnv 
benzenesulfonamide (El 8) 



421 



kW&thoxy-H^ 
[ benzenesulfonamide (El 9) 



430 



N-[4-Methoxy-3-(4-methylpipera2i n -l. y l)phenyl]-3-trifluo ro methyl- 
benzenesuifonamirie (E2Q) 



^S-Dimethoxy-N-^-methoxy-S^^methylpiperazin-l-yDphenylJ 
benzenesuifonamide (E21) 

4-Fluoro-N-[4-methoxy-3-(4-methylpipera2in-l 
yl)phenyl]bcnzenesulfonamide (E22 



4-Chloro-N-t4.methoxy-3-(4-methylpipera2in.! 
[ yl)phenyl]benzenesulfonamide (£23) 



4-Iodo-N-f4-methoxy-3-(4.methylpiperazin-l- 
yl)phenyl]benzenesulfonamide (E24) 

4-E%l-N-[4-mefooxy-3-(4-me%lpiperazin-l- 
yl)phenyI]benzenesulfonamide (E25) 

4^-Butyl-N-[4-methoxy-3-(4-methylpi P e ra zi n -l-yl)phenyl> 
benzenesulfonamide (E26) 



4-Isopropyl-N-[4-meuioxyO.(4-ine%Ipiperazi n .i. 
yl)phenyl]benzenesulfonamide (E27) 

4-rert-Amyl-N-[4-methoxy-3-(4.methylpiperazin-l- 
yl)phenyl]benzenesulfonamide (E28> 



N-[4-Methoxy-3-(4-methylpiperazin-l-yl)phenyl)-4- 
trifluoromethoxy-benzenesulfonamide (E291 

4-n-Butoxy-N-[4-methoxy-3-(4-methylpiperazin-l- 
{ yl)phenyl]benzenesulfonamide (E30) 

N-[4-Metboxy-3-(4-methylpiperazin-l-yl)phenyl]-4- 
| methylbenzenesulfonamide (E31) 



5 - c hl°ro-N-r4- me thoxy-3-(4- me toy^ 
thiophenesulfonaroide (E32) 



N-[4-Methoxy-3-(4-methyIpipeiazin-l-yl)phenyl]-l 
naphthalenesulfonamide (E33) 



N-[4-Methoxy-3-(4-methylpiperazin-l-y|)phenylJ-2- 
naphthalenesulfonamide (E34) 



5-(Dimethylanuno)-N-[4- m ethoxy-3-(4-methylpiperazin-l- 
yl)phenyl]-l-naphthalenesu)fonamidegS35) 



4.Brom 0 -N.[7- ( 4-methylpip e r az in.l.vl ).2,3-dihydrobenznf, wa n. S . 



430 



422 



396 



488 



404 



432 



446 



434 



376 



402 



412 



412 



455 



452/454 
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yi]-benzenesuIfonamide (E36) 




4-Methoxy-N-[4-methoxy-3-(4-methylpiperazin-l- 
yl)phenyI]benzenesuIfonamide (E37) 


392 


4-n-ButyI-N-[4-methoxy-3-(4-methyIpiperazin-l- 
yl)phenyl]benzenesulfonamide (E38) 


418 


4-Amino-N-[4-methoxy-3«(4-methylpiperazin-l-y])phenyl]- 
benzenesulfonamide (E39) 


377 


2-Chloro-N-[4-roethoxy-3-(4-methylpiperazin-l - 
yl)phenyl]benzenesulfonamide (E40) 


396 


3-Chlora-N-[4-methoxy-3-(4-inethylpipcrazin-l-y])iphenyl]- 
benzenesulfonamide (E41) 


396 


2 > 3»4-TrichIoro-N-[4-methoxy-3-(4-methylpiperazin-l-yl)phenyl]- 
benzenesulfonamide (E42) 


464/466 


4-Chloro-N-[4-rnethoxy-3-(4-methy]piperazin-i-yl)phenylJ-2 > 5- 
dimethyl-benzenesulfonamide (E43) 


424 


N'[4-Methoxy-3-(4-methyIpiperazin-l-y])phenyl]-3- 
methylbenzenesulfonamide (E44) 


376 


2 > 5-Dibromo-3 > 6-difluoro-N-[4-methoxy-3-(4-inethylpiperazin-l- 
yl)phenyl]-benzenesulfonamide (E45) 


556 


N-[4-Methoxy-3-(4-niethylpiperarin-l-yl)phenyn-2 f 3»5 t 6- 
tetramethyl-benzenesulfonamide (E46) 


418 


5-Chloro-2-methoxy-N-[4-methoxy-3-(4-methyIpiperazin-l« 
yI)phenyl]-benzenesulfonamide (B47) 


426 


3-Fluoro-N-[4-roethoxy^-(4-niethylpiperazin-l- 
yl)phenyl]benzenesuJfonamide (£48) 


380 


3,4-Difluoro-N-[4-methoxy-3-(4-methylpiperazin-l - 
y])phenyI]benzenesulfonamide (E49) 


398 


4-Chlora-N-[4-methoxy-3"(4-methylpipera^n-l-yI)phenyl]-3-nitit>- 
benzenesulfonamide (ESO) 


441 


3-Chloro-N-[4-methoxy-3-(4~methylpiperazin-l-yl)phenyI]-2- 
methyl-benzenesulfonamide (E51) 


410 


N-[4-Methoxy-3-(4-methylpiperazin-l-yl)phenylJ-8- 
quinolinesulfonamide (E52) 


413 


N-[4-Methoxy-3-(4-methy]piperazin-l-yl)phenyl]-4- 
pheny] benzenesulfonamide (E53) 


438 


3,4-Dimethoxy-N-[4-melhoxy-3-(4-meihyIpipera2in-l-yl)pheny]]- 
benzenesulfonamide (E54) 


374 
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N-[4-MethoxyO-(4-methyI^ 
j isoxazolesulfonamide (E55) 


1 381 


|4-Broroo-N-[4-methoxy-3-(4-ethylpiperazin-l- 
l yQphenyljbenzenesulfonamide (E56) 


1 454/456 


23-l*chloio-N-[4-memoxy^^ — 

I benzenesulfonamide (E57) I 


I benzenesulfonamide CE58) 


1 502 


1 3-Iodo-N-[4- m ethoxy-3-(4-methy]pipera2in-l- ~~ 
J yI)phenyl]benzenesu]fonamide (E59) 


1 488 


! 3 -™o-N-[4-memoxy^^ 
| benzenesulfonamide (E60) 


I 502 


I 5-Chloronaphmalene-2-sulfonic acid [4-methoxy-3-(4- 
I niethylpiperaziri-l-yl)phenyl] amide (E611 


I 446 


1 5-ChJoronaphthalene-l-sulfonic acid [4-methoxy-3-(4- " " 
| methylpiperazi n- 1 -yl)phen vll amiHt- /r?c;o\ 


446 


4-ChIoronaphthalene-l-suIfonic acid [4-methoxy-3-(4- 
methylpiperazin-l-yl)phenvlj amide 


446 


7-Chloronaphlhalene-l-sulfonic acid [4-methoxy-3-(4- 
methylpiperazin-l-yl)phenvl] amide (E64) 


446 


5-Chloxo-2-methyJbenz6[b]thiophene-3-sulfonic acid [4-methoxy-3- 
(4-methyJpiperazin-l-yl)phenyl] amide ffi65^ 


466 1 


Benzofuran-2-suIfonic acid [^methoxy-^methylpipcrazin-l- " 
yl)phenyl] amide (E66) 


402 1 


l-MethyMH-indole-2-sulfonic acid [4-methoxy-3-(4- " ~ " 
methylpiperazin-l-yl)phenvlj amide (E67) 


415 


23-Dichloro-N-{4-methoxy-3-(4-methylpi peraz in-l.yl)phenyl). " " 
benzenesulfonamide (E138) 


430/432 1 



55 



Preparation of Ary.-N-(4- me thoxy.3. p ,peraz f n-1. y , ph e„ W)b e„ 2 ene su„onam.des 
[0064, These compounds were prepared using one of the three genera, methods as out.ined oefcw. 
General Method 1 
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and the residue partitioned between ethyl acetate and aqueous sodium bicarbonate solution. The organic layer was 
dried, concentrated to a residue and purified by column chromatography on silica gel using a methanol/dichloromethane 
solvent gradient. The hydrochloride salt of the product was prepared by dissolving the pure material from chromatog- 
raphy in acetone/dichloromethane and acidifying with ethereal HCI. 



ry 


MS(MH+) 


5-Pyridin-2-ylthiophene-2-sulfonic acid (4-methoxy-3- 
Dioerazin- 1-vlDhenYH amide fE68) 


431 


N-(4-Methoxy-3-piperazin- l-ylphenyl)-3- 

trifliiorrtrrielhvlHeriMrie^iiIfonarriide fEfiQl 


416 


3-Iodo-N-(4-methoxy-3-piperazin- 1- 
vlnhenvnbenzetiesulfonamide flE70^ 


474 


3^-Dimethylisoxazole-4-sulfonic acid (4-methoxy-3-piperazin- 
1-ylphenyl) amide (E71) 


367 


3^-Dichloro-N-(4-methoxy-3-piperazin-l- 
ylphenyI)benzenesuIfonamide (E72) 


416/418 


2»5-Dibromo-3,6-difluoro-N-(4-methoxy-3-piperazin-l- 
ylphenyI)benzenesulfonamide (E73) 


542 


Naphthalene-l-sulfonic acid (4-methoxy-3-piperazin-i- 
ylphenyl) amide (E74) 


398 


2-Bromo-5-chlorothiophene-2-sulfonic acid (4-methoxy-3- 
piperazin-l-ylphenyl) amide (E75) 


466/468 



Genera) Method 2 

[0067] Examples 76-86 were prepared by the following general method from the appropriate N-Boc derivative 
(D4-D14): 

[0068] A stirred solution of the appropriate N-Boc derivative (D4-D1 4) (1 0.3mmol) in methanol (1 00ml) and 1 M ethe- 
real HCI (51 .6ml) was heated at 60°C for 1 .5h. The mixture was then concentrated and the residue stirred with acetone 
to afford the following title compounds as the hydrochloride salts. 
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2- Chloro-4-fluoro-N-(4-methoxy-3-piperazin-l- 
ylphenypbenzenesulfonamide (E76) 

3- Bromo-N-(4-methoxy-3-piperazin-l- 
ylphenyDbenzenesulfonamide (E77) 



3-Ch!oro-N-(4-methoxy-3-piperazin-l 
ylphenyQbenzenesulfonamide (E78) 



S-Chloronaphthalene-a-sulfonicacidC^methoxy^-piperazin-l- 
ylphenyl)amide (E79) 



4-Bfomo-5-chIorothiophene-2-suIfonic acid (4-methoxy-3- 
piperazin-l-ylphenyl) amide (ESQ) 



5-ChIoro-2-methyIben2o[b]thiophene-3-sulfon ic acid (4- 
methoxy-3-piperazin-l-ylphenyl) amide (E841 



l-Methyl-lH-indoIe-2-sulfonic acid (^methoxy-S-piperaan-l- 
ylphenyl) amide (E85) 



Benzoftiran-2-suIfonic acid (4-methoxy-3-pi pera zin-l-ylphenyJ) 
amide (E86) 



Example 83 



MS(MH+) 



400/402 



426/428 
382/384 



432/434 



466/468 



422/424 



452 



401 



388 



55 



was heated at reflux for 1 .75h after which time a ^tT^^ lT^ ^ hydroch,oric acid < 1 «™) 

dissolved in hot ethanol (600ml). Upon coolino a JSi^S^t I W3S concentrated and the residue 
1:1) «o give the title eon!poJ<^ 

2.29 (3H, s), 2.90 (4H, br s), 3.01 (4H, br s) 3 55 (3HsTfi«Mfi ' , 1 ( „ 9 ' ^ ^ (25 ° MHz ' D6 - dms °) 

(1H. d, J 8.8Hz), 9.03 (2H, or s), 10.3 (1H br sfK ' 71 <3H ' 742 (1H ' * J 88Hz >' 7 85 s), 7.93 

General Method 3 

[0070] Examples 87-94 were prepared by the following general method: 
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[0071] A solution of the appropriate arylsulfonyl chloride (0.47mmol) and the aniline from D1 6 (0.47mmol) in dichlo- 
romethane (4ml) and pyridine (2.4mmol) was stirred for 18h at room temperature. The mixture was washed with 1M 
aqueous HCl then water. The layers were separated and to the organic one was added 4.4M aqueous KOH (1 .4mmol) 
with vigorous stirring for 1 8h. To the heterogeneous mixture was then added an equal volume of 1 0% phosphate buffer. 
The layers were again separated and the organic phase was dried and diluted with 1M ethereal HCl to afford the 
hydrochloride salts of the following compounds as a precipitate. 





MS(MH+) 


Naphthalene-2-sulfomc acid(4-methoxy-3-piperazm- 1 - 
y]phenyl)amide (E87) 


398 


5-ChIoronaphthaIene-l-sulfonic acjd(4-methoxy-3-piperazin-I- 
ylphenyl)amide (ESS) 


432/434 


*#• n loru-z ,^>-ui iijcuiy j -rN - ^*t-iji© in ox yo-pipenizin-i- 
ylphenyl)benzenesulfonamide (E89) 


410/412 


3,4-Dichloro-N-(4-methoxy-3-pipera2in- 1- 
ylphenyl)benzenesulfonamide (E90) 


416/418 


3-Chloro-N-(4-methoxy-3-piperazin- 1 -ylpheny]>4-niethy!- 
benzenesulfonamide (E91) 


396/398 


2-Trifluoromethy l-N-(4-methoxy-3-piperazin-] - 
y!phenyl)benzenesulfonamide (E92) 


416 


4-Iodo-N-(4-methoxy-3-piperazin-l- 
yIphenyI)benzenesulfonamide (E93) 


474 



4-tert-B uty l-N-(4-methoxy-3-piperazin- 1 - 
ylphenyQbenzenesulfonamide (E94) 



404 



Examples 95-108 

[0072] The dihydrobenzofuran derivative, below, 




was prepared as described previously WO 95/11243 (Glaxo) and coupled with the appropriate aryl sulfonyl chlorides 
in the manner described in Example 1 to afford the following compounds: 
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1 MS(MH+) 


mpnuiaJene-l-sulfomc acid r7-(4-mefoy]piperazin-l-y])-2.3- 
dihydrobenzofuran-5-Yll amide (E95) 


1 424 


Thiophene-2-suJfonic acid t7-(4-methyIpipe raz in-l.y|).2,3- 
dihydrobenzofuran-5-vlJ amide (E96) 


1 380 j 


^morotmophene^-sulfonic acid 17^4-methylpiperazin-l-yl). ' 
23-d3hydrobenzofuran-5-yl] amide (E97\ 


j 414/416 


9 ^ndin-2- y lLhio P hene.2-sulfonH: acid [T-^methylpiperazin-l- 
yl)-2^-dihydrobenzofuran-5.yl] amide (E98) 
2.5 Dichloroth.ophene-3-sulfonic add rM4-methyIpiperazin^- 
yI)-2,3-dihydn>benzofuran-5-yl] amide (ESQ) i 




448/450 1 


uromo-D-cnJorothiophene-2-suIfonic acid [7-(4- ~] 
methyIpipera 2 in.l-yn-23-dihvd ro benzof uran . 5 .vn ami n. ^100) 


492/494 1 


3-Bromo-5-chlorothiophene-2-sulfonic acid [7-(4- : — f 
methylpipe ra zin.l.yl)-23-dihvd ro benznfi, ran ^ y , ] imiffr ffi . p 


492/494 


4-Chlorc-2.5^me%l-N-[7-(4-methylpipc ra2 i^i.yl^r : 1 

dihydrobenzofuran-5-ylJbenzehesulfon,™^ fp w?) 


436 


5^hJoro-3- m ethylbenzo[b]thiophene-2-sulfonicacid77T^: f" 

metMpiperazin-l-yiy^ihy^ amide gl 03 ) 
LNaphthaiene-2-sulfonic ^'djT^ethyipiperaan-l-vi^T - ~ 


478 j 
424 [ 



dihydrobenzofuran-5-yn amide (E1Q4 ) 
5-yl]benzenesulfonamide (E105) 



3,5-Dichloro-N-[7-(4-methyJpiperazin-l-yI)-2,3- 
dihydrobenzofu ran-S-yllbenzenesulfonamidefEl^ 



. : y**, 

4-rtrr-Butyl-N-r7-(4-methylpiperazin-l-yl)-23- 
dihydrobenzofufan-5.vl )benzenesulfonamide(ElQ7) 
2,5-Dib ro roo-3.6-difluoro-N-[7-(4-methylp,pe razin . 1 . yJ) . 2> 3. 
dihydrobenzofu ran-5-ynbenzenesulfonamide ffilO^ ' 

Examples 109-110 

.0073, ™.,o,o M „ 3 _ -- ^-^fc-^,^^,.^ 



452/454 



442/444 
430 
568 
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described for Examples 68-75: 





MS(MH+) 


2,5-Dibromo-3,6-difluoro-N-(7-piperazin-l-yl-23- 
dihydrobenzofuran-5-yl)benzenesulfonamide (E109) 


554 


4-Chlon>-2,5-diniethyl-N-(7-pipera2in-l-yl-2,3- 
dihydrobenzofuran-5-yl)benzcnesulfonainidc (El 10) 


422 



Example 113 

5-Chloro-3-methyl-benzo[b]thiophene-2-sulphonic acid [4-hydroxy-3-(4-methylpiperazin-1-yl)-phenyl]-amide 
(E113) 

[0074] To a suspension of boron tribromide dimethyl sulphide complex (620mg, 2mmol) in 1 ,2 dichloroethane (30ml) 
under argon was added 5-chloro-3-methylbenzo[b]thiophene-2-sulphonic acid [4-methoxy-3-(4-methyl-piperazin-1-yi) 
phenyljamide (E17) (0.2mmol). The reaction mixture was heated to reflux for 12hrs, cooled, quenched by the addition 
of water (20ml) and partitioned between saturated aqueous sodium bicarbonate and dichloromethane. The organic 
phase was dried over sodium sulphate and concentrated in vacuo. The residue was purified by chromatography on 
silica gel to afford the title compound (E113). Found MH + 452 / 454 

General Method for the Preparation of Examples 115*116 

[0075] A solution of 5-chloro-3-methyl-benzo[bJthiophene-2-sulphonic acid [4-hydroxy-3-(4-methyl-piperazin-1-yl)- 
phenyl]-amide (E113) (100mg, 0.22mmol) and 1 8-Crown-6 (58mg, 0.22mmol) in DMF (0.5ml) was added to potassium 
hydride (35% dispersion in mineral oil, 50mg, 0.44mol) at room temperature under argon. After "lOminutes a solution 
of the alkylating agent (0.22mmol) in DMF (0.3ml) was added and stirring was continued for 12 hrs. The reaction mixture 
was quenched with water and then concentrated in vacuo before partitioning between saturated aqueous sodium 
bicarbonate and dichloromethane. The organic phase was dried over sodium sulphate and concentrated in vacuo. The 
residue was purified by chromatography on silica to afford the following alkylated final compounds. 

Example 115 

5-Chloro-3-methyl-benzo[b]thlophene-2-sulphonic acid [4-ethoxy~3-(4-methylpiperazln-1-yl)-phenyl]-amfde 
(E115) 

[0076] Prepared in 28% yield using the procedure outlined above using ethyl iodide. Found MH+ 480 / 482. 
Example 116 

5-Chloro-3-methyl-benzo[b]thiophene-2-sulphonic acid [4-isopropoxy-3-(4-methyl-piperazin-1-yl)-phenyl]- 
amide(E116) 

[0077] Prepared in 20% yield using the procedure outlined above using 2-iodopropane. Found MH+ 494 / 496. 
Example 118 

Naphthalene-2-sulfonic acid [2-bromo-5-(4-methylpiperazin-1-yl)phenyl]amide (E118) 

[0078] The title compound (E11 8) was prepared from naphthaIene-2-sulfony! chloride (1 00 mg, 0.44 mmol) and 2-bro- 
mo-5-(4-methy!piperazin-1-yl)phenylamine (D27) (120 mg, 0.44 mmol) using the method of Example 1 (85 mg, 35%) 
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MH + =460/462. 



to 



15 
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Example 119 
Example 120 

SSLJIS^K^^ (EP 
method of Example 1 ( 939 mg, 8^ mSSS? na P hthalen ^- s ^y' chloride (504 mg, 2.23 mmol) using'the 

Example 123 
Example 124 

0.4 mmol) using the method o! Example lT2££?^^ « 113 "* 



Example 125 



40 



45 



50 



am?dMB^ 

the method of Example 1 (103 mg, 81%' MH + =480/48^ * P ( '° mg " 0 247 



Example 126 



the method of Example 1 (18 mg, 13%). chloride (78 mg, 0.28 mmol) using 



55 
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Example 127 

1 -(5-Chloro-3-methylbenzo[bJthiop hene-2-s ulf ony l)-5-methoxy-4-(4-methy lpiperazin-1 -y i)-2,3-dihydro-1 H- 
indole hydrochloride (E127) 

5 

[0085] A mixture of 5-chloro-3-methylbenzo[b]thiophene-2-sulfonic acid[2-(2-hydroxyethyl)-4-methoxy-3-(4-methyl- 
piperazin-1-yl)phenyl)amide (E126) (218 mg, 0.25 mmol) and triphenyl phosphine (183 mg, 0.375 mmol) in dry THF 
(5 ml) under argon, was treated with a solution of diethyl azodicarboxylate (110 mg, 0.375 mmol) in dry THF (5 ml). 
The mixture was stirred overnight at room temperature. The solvent was evaporated under reduced pressure, and the 
10 residue partitioned between dilute hydrochloric acid and ethyl acetate. The acidic layer was basified with 40% sodium 
hydroxide and re-extracted with ethyl acetate. The organic phase was dried (NagSO^ and evaporated under reduced 
pressure to give the crude product, which was purified by chromatography on silica gel, eluting with methanol and 
dichloromethane and the hydrochloride salt was formed (52 mg, 23%) MH + =492/494. 

15 Example 128 

5-Chloro-3-methylbenzo[b]thlophene-2-sulfonic acid[3-methoxy-4-(4-methylpiperazin-1-yI)phenyl]amide 
(E128) 

20 [0086] A solution of 3-methoxy-4-(4-methylpiperazin-1-yl)phenylamine (D35) (50 mg, 0.23 mmol) and 5-chloro- 
3-methylbenzo[b]thiophene-2-sulfony! chloride (64 mg, 0.23 mmol) in dichloromethane (2 ml) was allowed to stand at 
room temperature overnight. The reaction mixture was diluted with dichloromethane and washed with potassium car- 
bonate (aq), which was back-extracted with further dichloromethane. The combined organic phases were dried 
(NagSO^ and evaporated under reduced pressure to give a crude product, which was purified by chromatography on 

25 silica gel, eluting with methanol and dichloromethane. This gave the title compound (E128) as an off-white solid (36 
mg, 34%) MH + =466. 

Example 132 

30 Naphthalene-2-sulfonic acid [3-(4-methylpiperazin-1-yl)phenyl]amide (E132) 

[0087] The title compound (E132) was prepared from 3-(4-methylpiperazin-1-yl)benzenamine and naphthalene- 
2-sulfonyl chloride according to the method of Example 1 MH + =382. 

35 Preparation of aryl-N-(4-methoxy-3-piperazin-1-yl)-benzenesulfonamide hydrochlorides on solid phase 
(Examples 133-137) 

[0088] The resin from Description 42 was stirred for 24h at room temperature with a solution of 1 -chloroethylchloro- 
formate (1 .1mmol) in dichloromethane (2ml) then filtered and washed with dichloromethane. The filtrate was concen- 
40 trated and the residue redissotved in methanol (3ml) and the solution refluxed for 5h. The solution was then concen- 
trated to yield the title compound. 

[0089] The following compounds were prepared as described above: 



compound 


MH + 


2,3,4-Trichloro-N-(4-methoxy-3-piperazin-1-yl-phenyl)benzenesulfonamide (E133) 


450/452 


2,3-Dichloro-N-(4-methoxy-3-piperazin-1 -yl-phenyl) benzenesulfonamide (E1 34) 


416/418 


3-Chloro-2-methyl-N-(4-methoxy-3-piperazin-1 -yl-phenyl) benzenesulfonamide (E1 35) 


396/398 


4-Chloro-N-(4-methoxy-3-piperazin-1 -yl-phenyl) benzenesulfonamide (E136) 


382/384 


5-Bromo-thiophene-2-su!fonic acid (4-methoxy-3-piperazin-1-yl-phenyl)-amide (E137) 


432/434 



Example 138 

[0090] 2 t 3-Dichloro-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]-benzenesulfonamide (E138) MS(MH+) 
430/432 was prepared according to the general method of Example 1 



23 



20 



25 



30 



35 



40 



EP 0 946 539 B1 

Examples 139-141 

[0091 j The following compounds were prepared in an analogous way to Examples 68-75 



5 




MS(MH+) 
524/526 


10 




482/464 




H5^ . 


462/464 



15 Example 142 



5*Chloro-3*methylbenzo[b]thiophena-2*&ultORie .cldl^^H^h,,*™,..,.,^,.^ (E142) 

[0093] Method for assay of 5-HT6 antagonistic activity- <"»/4bu. 

«o 40-C and sLation U^^VL^SS^^^ ff ° " * ^ 5M H °' P,US 
TECAN 5052 or Biomek 2000 Workstation slwtaSi *2LT. f ^ CamSd 0Ut USin 9 ei,her a 

of radio-ligand PHJ-LSD prepared™ ^SX^^S^f'' 0 "^ — ^ With ° 05ml 

membranes of HeLa 5HT6 cells (^^SiTSlE IT STT^ 0 " " * °< washed 

incubation buffer. The'details of ^^SSoS^SiL^ X ' 866 1)(S6e Table 1 >< also in the 

was 50mM Tnzma (Sigma, VK)p^TcT^U "* ~ ^ ™* £ The incubatto " buff - 

of Microscint 20 (Packard). IC 50 values we e eSmld *** a " d ►"P"*™** "» 0.04ml 

curve fit within EXCEL (2) K, iS^^SSI^ ^ ™«* u*0 a four parameter logistic 
the negative log 10 of « e molar c" Z ^SLT * * ^ ** PK( ^ 



De 


tails of the methods used to prepare membranes for bindina ass «y* 


1st resuspension 
cells/ml 


spin / resuspension 
1,2,3 


Incubation before 
final spin 


protein cone, in 
stored aiiquots 


cells/ml in stored 
aiiquots 


7x10 7 


Yes 


20min at 37°C 


4mg/ml 


1.0x10 8 
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Table 2 



protein (ug/ sample) 



40 



Summary of receptor binding assay conditions 



radio-ligand pH]-LSD 
(nM) 



2.0 



Specific Activity (Ci/ 
mmol) 



83 



References 
[0096] 



Non-Specific Definition 



Methiothepin 



Kd (nM) 



3.1 



1. MONSMA, F.J., SHEN, Y., WARD, R.P., HAMBLIN M W SIBLPY n R iqqq m • 

novel serotonin receptor with high affinity for tricyclic piS^^j^S^iS^ *' 
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2. BOWEN, W.P., JERMAN, J.C.. 1 995. Nonlinear regression using spreadsheets. Trends in Pharmacol. Set'., 16, 
413-417. 

3. CHENG, Y.C., PRUSSOF, W.H.. 1973. Relationship between inhibition constant (Ki) and the concentration of 
inhibitor which causes 50% inhibition (IC50) of an enzymatic reaction. Biochem. Pharmacol., 92, 881-894. 

[0097] The compounds of Examples 11, 15, 17, 61, 65, 70, 72, 77, 78, 79, 83, 84, 87 and 90 all showed particularly 
good selective 5-HT6 receptor antagonist activity, having pKi values above 8.0 at human cloned 5-HT6 receptors. 



Claims 

1 . A compound of formula (I) or a salt thereof: 



P is phenyl, naphthyl, a bicyclic heterocyclic ring or is a 5 to 7-membered heterocyclic ring each containing 1 
to 4 heteroatoms selected from oxygen, nitrogen or sulphur; 
A is a single bond, a C 1 . 6 alkyiene or a C V6 alkenylene group; 

R 1 is halogen, C^alkyl optionally substituted by one or more halogen atoms, C 3 _ 6 cycloalkyl, COC^alkyl, 
C^alkoxy, OCF 3 , hydroxy, hydroxyC^alkyl, hydroxy C^alkoxy, C^ealkoxyC^galkoxy, nitro, amino, C^e 
alkylamino or diC V6 alkylamino, cyano or R 1 is phenyl, naphthyl, a bicyclic heterocyclic ring or is a 5 to 7-mem- 
bered heterocyclic ring each containing 1 to 4 heteroatoms selected from oxygen, nitrogen or sulphur; 
n is 0, 1, 2, 3, 4, 5 or 6: 
R 2 is hydrogen, C v6 alkyl or aryl C^ s alkyl; 

R 3 is a group R 5 or together with R 5 forms a group (CH 2 ) 2 0 or (CH 2 ) 3 0 or R 3 is linked to R 2 to form a group 
f . (CH 2 ) 2 or (CH 2 ) 3 ; 

^ 4 is an N-piperazine ring optionally substituted by C,^ alkyl; and 

R 5 is hydrogen, halogen, C^alkyl, C^cycloalkyl, COC^alkyl, C^alkoxy, hydroxy, hydroxy^. 6 alky I, 
hydroxyC^galkoxy, C^alkoxyC^gaikoxy, nitro, trifluoromethyl, cyano or aryl; 

wherein aryl represents phenyl or naphthyl. 

2. A compound according to claim 1 in which P is phenyl, thiophene, benzothiophene or naphthyl. 

3. A compound according to claim 1 or 2 in which R 1 is halogen or C^alkyl optionally substituted by one or more 
halogen atoms. 

4. A compound according to any one of claims 1 to 3 in which R 2 is hydrogen. 

5. A compound according to any one of claims 1 to 4 in which R 4 is an unsubstrtuted piperazine ring. 

6. A compound according to any one of claims 1 to 5 in which R 5 is C^alkoxy. 

7. A compound according to any one of claims 1 to 6 in which R 5 is para with respect to the sulphonamide linkage. 

8. A compound according to any one of claims 1 to 7 in which P-A is 5-chloro-3-methyl-benzo[2]thiophen-2-yl. 




(D 



wherein: 
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A compound according to claim 1 which is: 



4 Phi™ m m me ^ ox y- 3 "< 4 - rneth y | P'Pera2in.1 -yl)phenyl]benzenesulfonamide 

N-r4LThovvi/TmS ( 4 " methylp,pera2in - 1 -y , )Phenyl]ben2enesulfonamide 
N 4 EfT^t 4 " methylpiperazm - 1 -y , )P hen y'J-1-"aphthai e n e s U |fonamide 

sSZ'nII ^^^"^^'^"^-y^y^enzenesulfonarrtde 
234Trich,^ 
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5-lodo-N-[4-methoxy-3-(4^ethylpiperazin-1-yOphenyl]-2-methylbenzenesulfonamide f 
3-iodo-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzenesulfonamide, 

3- lodo-N-[4HTiethoxy-3-(4-methylpiperazin-^^ 

5-Chloronaphthalene-2-sulfonic acid [4-methoxy-3-(4-melhyipiperazin-1-yl)phenyl] amide, 
5-Chloronaphthalene-1 -sulfonic acid [4-methoxy-3-(4-methylpiperazin-1-yl)phenyl] amide, 

4- Chloronaphthalene-1 -sulfonic acid [4-methoxy-3-(4-methylpiperazin-1-yl)phenyl] amide, 
7-Chloronaphthalene-1 -sulfonic acid [4-methoxy-3-(4-methylpiperazin-1-yl)phenyl] amide, 

5- Chloro-2-methylbenzo[b]thiophene-3-sulfonic acid [4-methoxy-3-(4-methylpiperazin-1 -yl)phenyl] amide, 
Benzofuran-2-sulfonic acid [4-methoxy-3-(4-methylpiperazin-1-yl)phenyl] amide, 

1 -Methyl-1H-indole-2-sulfonic acid [4-methoxy-3-(4-methylpiperazin-1-yl)phenyl] amide, 
5-Pyridin-2-ylthiophene-2-sulfonic acid (4-methoxy-3-piperazin-1 -ylphenyl) amide, N-(4-Methoxy-3-piperazin- 

1- ylphenyl)-3-trifluoromethylbenzenesulfonamide, 
3-lodo-N-(4-methoxy-3-piperazin-1-ylphenyl)benzenesulfonamide, 
3,5-Dimethylisoxazole-4-sulfonic acid (4-methoxy-3-piperazin-1 -ylphenyl) amide, 
3,5-Dichloro-N-(4-methoxy-3-piperazin-1-ylphenyl)benzenesulfonamide, 
2,5-Dibromo-3,6-difluoro-N-(4-methoxy-3-piperazin-1-ylphenyl)benzenesulfonamide, 
Naphthalene-1 -sulfonic acid (4-methoxy-3-piperazin-1 -ylphenyl) amide, 

2- Bromo-5-chlorothiophene-2-sulfonic acid (4-methoxy-3-piperazin-1-y (phenyl) amide, 

2- Chloro-4-fluoro-N-(4-methoxy-3-piperazin-1-ylphenyl)benzenesulfonamide, 

3- Bromo-N-(4-methoxy-3-piperazin-1-ylphenyl)benzenesulfonamide, 

3- Chloro-N-(4-methoxy-3-piperazin-1-ylphenyl)benzenesulfonamide, 
5-Chloronaphthalene-2-sulfonic acid(4-methoxy-3-piperazin-1-ylphenyl)amide, 

4- Bromo-5-chlorothiophene-2-sulfonic acid (4-methoxy-3-piperazin-1-ylphenyl) amide, 
2,5-Dichlorothiophene-3-sulfonic acid (4-methoxy-3-piperazin-1 -ylphenyl) amide 

4- Bromo-N-(4-methoxy-3-piperazin-1-ylphenyl)benzenesulfonamide, 

5- Chloro-3-methylbenzo[b]thiophene-2-sulfonic acid (4-methoxy-3-piperazin-1-ylphenyl) amide, 
5-Chloro-2-methylbenzo[b]thiophene-3-sulfonic acid (4-methoxy-3-piperazin-1-ylphenyl) amide, 

1 - Methyl-IH-indole-2-sulfonic acid (4-methoxy-3-piperazin-t -ylphenyl) amide, 
Benzofuran-2-sulfonic acid (4-methoxy-3-piperazin-1-ylphenyl) amide, 
Naphthalene-2-sulfonic acid(4-methoxy-3-piperazin-1-ylphenyl)amide, 
5-Chloronaphthalene-1 -sulfonic acid(4-methoxy-3-piperazin-1 -ylphenyl)amide, 
4-Chloro-2,5-dimethyl-N-(4-methoxy-3-piperazin-1-ylphenyl)benzenesulfonamide, 

3.4- Dichloro-N-(4-methoxy-3-piperazin-1-ylphenyl)benzenesutfonamide, 

3- Chloro-N-(4-methoxy-3-piperazin-1-ylphenyl)-4-methyl-benzenesulfonamide, 

2- Trifluoromethyl-N-(4-methoxy-3-piperazin-1-ylphenyl)benzenesulfonamide, 

4- lodo-N-(4-methoxy-3-piperazin-1-ylphenyl)benzenesulfonamide, 

4- Tert-butyl-N-(4-methoxy-3-piperazin-1-ylphenyl)benzenesulfonamide, 
Naphthalene-1 -sulfonic acid [7-(4-methylpiperazin-1-yl)-2,3-dihydrobenzofuran-5-yl] amide, 
Thiophene-2-suifonic acid [7-(4-methylpiperazin-1-yl)-2,3-dihydrobenzofuran-5-yl] amide, 

5- Chlorothiophene-2-sulfonic acid [7-(4-methylpiperazin-1-yl)-2,3-dihydrobenzofuran-5-yl] amide, 
5-Pyridin-2-ylthiophene-2-sulfonic acid [7-(4-methylpiperazin-1 -yl)-2,3-dihydrobenzofuran-5-yl] amide, 

2.5- Dichlorothiophene-3-sulfonic acid [7-(4-methylpiperazin-1 -yl)-2,3-dihydrobenzofuran-5-yl] amide, 
4-Bromo-5-chlorothiophene-2-sulfonic acid [7-(4-methylpiperazin-1 -yl)-2,3-dihydrobenzof uran-5-yl] amide, 

3- Bromo-5-chlorothiophene-2-sulfonic acid [7-(4-methylpiperazin-1 -yl)-2,3-dihydrobenzof uran-5-yl] amide, 

4- Chloro-2,5-dimethyl-N-[7-(4-methylpiperazin-1-yl)-2,3-dihydrobenzofuran-5-yl]benzenesulfonamide, 

5- Chloro-3-methylbenzo[bJthiophene-2-sulfonic acid [7-(4-methylpiperazin-1-yl)-2,3-dihydrobenzofuran-5-yl] 
amide, 

Naphthalene-2-sulfonic acid [7-(4-methylpiperazin-1-yl)-2,3-dihydrobenzofuran-5-yl] amide. 

3- Bromo-N-[7-(4-methylpiperazin-1-yl)-2,3-dihydrobenzofuran-5-yl]benzenesulfonamide, 
3,5-Dichloro-N-[7-(4-methylpiperazin-1-yl)-2,3-dihydrobenzofuran-5-yl]benzenesulfonamide, 

4- 7e/t-Butyl-N-[7-(4-methylpiperazin-1-yl)-2,3-dihydrobenzofuran-5-yl]benzenesulfonamide > 
2,5-Dibromo-3,6-difluoro-N-t7-(4-methylpiperazin-1-yl)-2,3-dihydrobenzofuran-5-yl]benzenesulfonamide, 
2,5-Dibromo-3,6-difluoro-N-(7-piperazin-1-yl-2,3-dihydrobenzofuran-5-yl)benzenesulfonamide, 

4- Chloro-2,5-dimethyl-N-(7-piperazin-1-yl-2,3-dihydrobenzofuran-5-yl)benzenesulfonamide, 

5- Chloro-3-methylbenzo[b]thiophene-2-sulphonicacid [4-hydroxy-3-(4-methylpiperazin-1-yl)-phenyl]-amide, 
5-Chloro-3-methylbenzo[b]thiophene-2-sulphonicacid [4-ethoxy-3-(4-methylpiperazin-1-yl)-phenyl]-amide, 
5-Chloro-3-methylbenzo[b]thiophene-2-sulphonic acid [4-isopropoxy-3-(4-methylpiperazin-1-yl)-phenyl]- 
amide, 
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dole, Y ^"Pnene 2 sulfonyl).5-methoxy-6-(4-methylpipe ra 2in-1-yl)-2,3-dihydro-IH-in- 

5-Chloro-3-methylben2o[b]thiophene-2-sutfonic acid [4-methoxv-2-m e th«i s u mo,K , • 

amide, r " nwra ' * ^"y'-S-l^-methylpiperazin-l-ylJphenyl] 

5-Chloro-3-methylben2o[bJthiophene-2-sulfonic acid r2^2-h y dm xy «» hv u 4 ^ . .. 
i-yi)pnenyi]amide, ' ' " y "' , -*"J"/-t-"iBihojiy-j- l 4-metnyipipera2in- 

dSyt^ 

5 iomn ^. {4 ^ eth ° x y- 3 -P , P era2in -1-y'-Pheny1) benzenesulfonamide 
5-Bromo-th.ophene-2-sulfonic acid (4-methoxy-3.n iDera2 j n , ul nh< T' . M 

and pharmaceutical^ acceptable salts thereof. 

A compound according to any one of claims 1 lo 10 for use in therapy. 

SZSSZXSSSg. " a *" Uo ,0 "" - - — * — ■ - b— ««v f. «,dd,,d 

"^o^SZSer^eSr^ 
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H 




R 3 



(EH) 



in which R 2 , R 3 , R 4 and R 5 are as def ined in formula (I) or protected derivatives thereof and optionally thereafter: 

• removing any protecting groups, 

• interconverting compounds of formula (I) wherein R 4 represents NH-piperazine to compounds of formula (I) 
wherein R 4 represents N-C^.g alkyl-piperazine by alkylation, 

• forming a pharmaceutical ly acceptable salt. 



Patentanspruche 

1 . Verbindung der Formel (I) oder ein Salz davon: 



P eine Phenyl-, Naphthylgruppe, ein bicyclischer heterocyclischer Ring ist, oder ein 5- bis 7- gliedriger hete- 
rocyclischer Ring ist, welch erjeweils 1 bis 4 aus Sauerstoff, Stickstoff oder Schwefel ausgewahlte Heteroato- 
me enthalt; 

A eine Einfachbindung, ein C^gAlkylen- oder ein Cj.g-Alkenylenrest ist; 

R 1 ein Halogenatom, ein gegebenenfalls durch ein oder mehrere Halogenatome substituierter Cj.g-Alkylrest, 
ein C 3 . 6 -Cycloalkyl-, COC^.g-Alkyl-, C^g-Alkoxyrest, eine OCF 3 -, Hydroxygruppe, ein Hydroxy-C^g-alkyl-, Hy- 
droxy-C-j.galkoxy-, C^g-Alkoxy-C^g-alkoxyrest, eine Nitro-, Aminogruppe, ein C^g-Alkylamino- oderDi-C^g- 
alkylaminorest, eine Cyanogruppe ist, oder R 1 eine Phenyl-, Naphthylgruppe, ein bicyclischer heterocyclischer 
Ring ist, oder ein 5- bis 7- gliedriger heterocyclischer Ring ist, welcher jeweils 1 bis 4 aus Sauerstoff, Stickstoff 
oder Schwefel ausgewahlte Heteroatome enthalt; 

n gleich 0, 1, 2, 3, 4, 5 Oder 6 ist; 

R 2 ein Wasserstoffatom, ein C^g Alkyl- oder Aryl-C^g-afkylrest ist; 

R 3 ein Rest R 5 ist, oderzusammen mit R 5 eine Gruppe (CH 2 ) 2 0 oder (CH 2 ) 3 0 bildet, oder R 3 mit R 2 verbunden 
ist, um eine Gruppe (CH 2 )2 oder (CH 2 ) 3 zu bilden; 

R 4 ein gegebenenfalls durch einen C^g Alkylrest substituierter N-Piperazinring ist; und 




CD 



wobei: 
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methyl-, Cyanogruppe Oder ein Arylrest 1st; ; ^ ' ^^-Ci-e-Moxyrest, eine Nitro-, Trifluor- 

wobei ein Arylrest eine Phenyl- oder Naphthylgruppe bedeutet. 

Verbindung gemaB Anspruch 1 , wobei P eine Phenyl-, Thiophen-, Benzothiophen- oder Naphthylgruppe 1st. 
VerbindunggemaBAnspruch^ 

rlaiogenaiome substituierter C^-Alkylrest 1st. " oderme hrere 

Verbindung gemaB einem der Anspriiche 1 bis 3, wobei R* ein Wasserstoffatom 1st. 
Verbindung gemaB einem der Anspruche 1 bis 4, wobei R 4 ein unsubslituierter Piperazinring ist. 
Verbindung gemaB einem der Anspruche 1 bis 5, wobei R* ein C^-Alkoxyrest ist. 

Ve^dunggcmaBeinemderAnspmchelbise. wobei sich R 5 in para-Ste,.ung bezOglich der Sulfonamidbindung 

Verbindung gemaB einem der Anspruche 1 bis 7, wobei P* S-Chlor^ethylbenzo^hiophen-^y, is,. 
Verbindung gemaB Anspruch 1, namlich: 

N- 4-Me hoxy-3- 4-methylp l perazin-1-yl)phenyl]-2-thiophensulfonamid. 

n 14 Methoxy-3-(4-methylpiperazin-1 -yl)phenyl]benzolsulfonamid 

N-[4-Me,hoxy-3-(4-methyl P iperazin-1-y.) P heny.]benzylsu tf onamid, PnenSU,, ° namid ' 

I'rZ t 2 - me "] ox V- 3 -( 4 - met "y'PiPerazin-1 -yl)phenyl]benzolsulfonamid 
3-Ch^- N - t 4-mehoxy-3-(4-methylpiperazin-1-yl)p h enyl]-4.m e thy.-benzols^ 
N-[4 n Meho^-3-(4-methylpiperazin-1-y.)pheny 0 -r ra ^styro.su.fonamid, ' 

trZ'^t " me ^ 3 - ( ^ et ^P i P ermin - 1 -y«)P"«nyObenzolsulfonarrM, 

taS^r ,7 ' 3 : ( t me,hy,pipera2in - 1 -y , )P hen y | ) ben ^'^'fonamid, 
^ertBuMiTr! ■ 3 - (4 : n : 6,h y , P i P era2i "-'-y')Phenyl]benzo.sulfonamid, 

N-[4 n Metho^-(4-methyl P , P erazin-1-yl)phenyl]-4-,rifluormethoxy-benzolsulfonamid 

SChlorLr £ ^^t^'^^^^-y'^^^'H-methylbenzolsulfonamid, 
NMmX^S 0 ^; ^^'P'P^^^-yOPhenyH-a-thiophensulfonamid, 
N- 4-Me hoxy-3- 4-methyl P , P e ra zin-1-yl) P henyl]-1-na P hthalinsulfonamid. 

ES" ^ 3 - ( tMf ylpipera2in " 1 - yl)pheny,, - 2 - na P htha,insuif <>"^w > 

5-(D^e,hy.am,no)-N- t 4-methoxy-3-(4-methy. P i P era i in-1-yl) P h e ny.>l-na P htha.in 
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4-Brom-N-[7-(4-methylpiperazin-1-yl)-2,3-dihydrobenzofuran-5-yl]benzolsulfonarnid l 
4-Methoxy-N^4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzolsulfonamid, 
4-n-Butyl-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzolsulfonamid, 
4-Amino-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzolsulfonamid l 

2- Chlor-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzolsulfonamid, 

3- Chlor-N-[4-methoxy-3-(4HTiethylpiperazin-1-yl)phenyl]benzolsutfonamid, 
2 f 3,4-Trichlor-N-[4-methoxy-3-(4-melhy!piperazin-1-yl)phenyl]benzolsulfonam 

4- Chlor-N-[4-methoxy-3-(4-methylpipe^ 
N-[4-Methoxy-3-(4HTiethylpipe^ 

2 > 5-Dibrom-3,6<lifluor-N-[4-methoxy-3-(4-methylpfperazin-1-yl)phenyl]benzolsu 
N-[4-Methoxy-3-(4-methylpiperazin-1-yl)phenyl]-2,3,5,6-tetramethyl-benzolsulfonarnid, 

5- Chlor-2-methoxy-N-[4-methoxy-3-(4-me^ 

3- Fluor-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzolsulfonamid, 
3 > 4-Difluor-N-[4-methoxy-3"(4-methylpiperazin-1-yl)phenyl]benzolsulfonanriid > 

4- Chlor-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]-3-nitro-benzo!sulfonamid, 

3- Chlor-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]-2-methyl-benzolsulfona^ 
N-[4-Methoxy-3-(4HTiethylpiperazin-1-yl)phenyl]-8-chinolinsulfonamid t 
N-[4-Methoxy-3-(4HTiethylpiperazin-1-yl)phenyl]-4-phenylbenzolsulfonamid, 

3.4- Dimethoxy-N-[4-methoxy-3-(4-me 

N-[4-Methoxy*3-(4-methylpiperazin-1-yl)phenyl]-3 f 5-dimethyl-4-isoxazolsulfonamid, 

4- Brom-N-t4-methoxy-3-(4>ethylpiperazin-1-yl)phenyl]benzolsulfonamid, 
2 > 3-Dichlor-N-[4-methoxy-3-(4-methy!piperazin-1-yl)phenyl]benzolsulfonamjd > 

5- lod-N-[4-methoxy-3-(4-methylpipera^^ 

3-lod-N-[4-methoxy-3-(4-methylpiperazin-1-yl)phenyl]benzolsulfonamid, 

3- lod-N-[4-methoxy-3-(4-methylpiperazin^ 

5-Chlor-naphthalin-2-sutfonsaure^4-methoxy-3-(4-methylpjperazin-1-yl)phenyl^ 
5-Chlor-naphthalin-1-sulfonsa^re-[4n^ 

4- Chlor-naphthalin-1-suIfonsaure-[4-methoxy-3-(4-methylpiperazin-1-yl)phen 
7-Chlor-naphthalin-1-sulfonsaure-^ 

5- Chlor-2-methylbenzo[b]throphen-3-sulto^ 

Benzof uran-2-sulfonsaure-[4-methoxy-3-(4-methylpiperazin-1 -yl)phenyl]amid, 

1- Methyl-1H-indol-2-sulfonsaure-^ 

5-Pyridin-2-ylthiophen-2-sulfonsaure-(4-methoxy-3-piperazin-1-ylphenyl)amid^ 
N-(4-Methoxy-3-pipei^in-1-ylphenyl)-34rifluormethyl-benzolsulfonamid, .. 
3-lod-N-(4-methoxy-3-piperazin-1-ylphenyl)benzolsu!fonamid, 

3.5- Dimethylisoxazol-4-sulfonsaure-(4-m^ 

3,5-Djchlor-N-(4-methoxy-3-piperazin-1-yIphenyl)benzolsulfonamid, 
2 l 5-Dibrom-3,6-difluor-N-(4-methoxy-3-piperazin-1-ylphenyl)benzolsulfonamjd, 
Naphthalin-1-sulfonsaure-(4-methoxy-3-piperazin-1-ylphenyl)amid l 
3-Brom-5-chlor-thiophen-2-sutfonsa^ 

2- Chlor-4-fluor-N-(4-methoxy-3-piperazin-1-ylphenyl)benzolsulfonamid > 

3- Brom-N-(4-methoxy-3-piperazin-1-ylphenyl)benzolsulfonamid, 

3- Chlor-N-(4-methoxy-3-piperazin-1-ylphenyl)benzolsulfonamid, 
5-Chlomaphthalin-2-sulfonsaure-(4-methoxy-3-piperazin-1-ylphenyl)amid, 

4- Brom-5-chlorthiophen-2-sulfonsaure-(4-methoxy-3^iperazin-1-ylphenyl)amid, 
2 l 5-Dich!orthiophen-3-su(fonsaure-(4-methoxy-3-piperazin-1-ylphenyl)anriid f 

4- Brom-N-(4-methoxy-3-piperazin-1-ylphenyl)benzolsuffonamid > 

5- Chlor-3-methy!-benzo[b]thiophen-2-sufo^ 
5-Chlor-3H7iethylbenzo[b]thiophen-3-sulfo^ 

1 -Methyl- 1 H-indol-2-suffonsaure-(4-methoxy-3-piperazin-1 -ylphenyl)amid, 

Benzofuran-2-sulfonsaure-(4-methoxy-3«piperazin-1-ylphenyl)amid, 

Naphthalin-2-sulfonsaure-(4-methoxy-3-piperazin-1-y[phenyl)amid f 

5-Chlomaphthalin-1-sulfonsaure-(4-methoxy-3-piperazin-1-ylphenyl)amid^ 

4-Chlor-2,5-djmethyl-N-(4-methoxy-3i3iperazin-1-ylphenyl)benzolsulfonamid, 

3,4-Dichlor-N-(4-methoxy-3-piperazin-1-ylphenyl)benzolsulfonamid, 

3- Chlor-N-(4-methoxy-3-piperazin-1-ylphenyl)-4-methyl-benzolsuffonamid ( 
2-Trifluormethyl-N-(4-methoxy-3-pjperazin-1-ylphenyl)benzolsutfonamid, 

4- lod-N-(4-methoxy-3-piperazin-1-ylphenyl)benzo!sulfonamjd, 
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fChlor-^s^methyl-N-t^-methy^ 

2,3,4-Tnchlor-N-(4-methoxy-3-piperazin-1-y|-phenyl)ben 2 olsulfon'amid 
a.S-D.chlor-N-f^methoxy-S-piperazin-l-yl-phenyObenzolsutfonamid 

tS° r tT hy !^ 

4-Chlor-N-(4-methoxy-3.pipera2in-1 -yl- P henyl)benzol SU |fonaniid 

f?5Ch^ 3 ^ [ ,H,H th0 ^ 3 l 4 - meth y | P i P erazi "- 1 -y')pheny.]ben 2 olsulfonamid, 

sfh^i S k? V i ^""^^^^^"-^"^"^-S-phenyl-e-piperazin-l-yl^.S-dihydro-IH-indol 

und pharmazeutisch vertragliche Salze davon. 

10. Verbindung gemaB einem der Anspruche :1 bis 8, namlich 

11. Verbindung gemaB einem der Anspriiche 1 bis 10 zur Verwendung in derTherapie. 

12. VerbindunggernS3einemderAnspruche1bis10zurVerwpndiinninH»r-n,« • , 

durch Antagonisms der 5-HT6-Rezeptoren £j£ Vrl " ^ dfe he " Same Wirkun 9 
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14. Arzneimittel, welches eine Verbindung nach einem der Anspruche 1 bis 1 0 und einen pharmazeutisch vertraglichen 
Trager oder Exzipienten umfasst. 

15. Verwendung einer Verbindung nach einem der Ansprtiche 1 bis 10 zur Herstellung eines Medikaments zur Be- 
5 handlung von Schizophrenie, Alzheimer und/oder Depression. 

16. Verfahren zur Herstellung einer Verbindung der Formel (I) oder eines Salzes davon nach Anspruch 1, welches 
umfasst: 

Kuppeln einer Verbindung der Formel (II): 

10 



15 




wobei R 1 , n, P und A wie in Formel (I) definiert oder geschutzte Derivate davon sind, und L eine Abgangsgruppe 
ist, mit einer Verbindung der Formel (III): 



25 




wobei Ft 2 , R 3 , R 4 und R 5 wie in Formel (I) definiert sind oder geschutzte Derivate davon sind und gegebenenfalls 
nachfolgend: 

Entfernen jeglicher Schutzgruppen, 

Umwandeln von Verbindungen der Formel (I), in welchen R 4 einen NH-Piperazinrest bedeutet, in Verbindungen 
der Formel (I), in welchen R 4 einen N-Cj.g-Alkyl-Piperazinrest bedeutet, durch Alkylieren, 
Bilden eines pharmazeutisch vertraglichen Salzes davon. 



40 Revendications 

1. Compose de formule (I) ou un de ses sels : 



45 



50 




(D 

formule dans laquelle : 

P represente un groupe phenyle, un groupe naphtyle, un noyau heterocyclique bicyclique ou un noyau hete- 
rocyclique penta- a heptagonal, chacun contenant 1 a 4 heteroatomes choisis entre l*oxygene r I'azote et le 
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soufre : 



w 



15 



20 



25 



30 



35 



A represente une liaison simple, un groupe alkylene en c, a C 6 ou alcenvl&ne en C a C ■ 
nestegalaO, 1,2, 3, 4,5ou6; 

R2 repr6senle un atome d'hydrogene, un groupe alkyte en C, a C 6 ou aryl(alkyle en C, a C ) • 

s^-^^ssse* <™ - - i«5u<» sac. mum * 

le terme aryle representant un groupe phenyie ou naphtyle. 
2 ' nS?e 6SUiVam,areVendiCa,i ° n1>da ^^ 

4. Compose suivant rune queiconque des revendioations 1 a 3, dans leque. R> represente un atome d'hydrogene. 
5 " SZJ SU ' Vant PUne qUefc ° nqUe ^ » 1 » 4. dans lequel R 4 represente un noyau pipeline non 

6. Compose suivant .'une quelconque des revendioations 1 a 5. dans iequei R* represente un groupe aikoxy en C, 

8 - SEZSSSSS^ des revendications 1 a 7 ' dans ,equel p - A repr6sente un 5 — - 
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9. Compose suivant la revendication 1, qui consiste 



en : 



4-bromo-N-^ 

N-^-m^hoxy-S-t^methylpiperazine-l-ylJphenyll-a-thiophenesulfonamide 

£1™^ ZT*iV ^^'P'P^'^^^henylhS-miophfenesulfonamide, 

n l4-methoxy-3-(4-methylpipera2ine-1 -yl)phenyl)-benzenesulfonamide 
3-bromo-5^loro^-[4-methox y -3-(4-methylpiperazine-1-yl)phenyl]-2-tnio 
N-[4-methoxy-3-(4^ethylpipera2ine-1 -yl)phenyl]benzylsulfonamide ""o""™*. 

3-bmmo-Nj4-methox y -3-(4-methylpipera 2 ine-1-yl)-phenylJbenzenesulfonamide 
vE ^ h °^" (4 - m6th y | P i P 6ra2ine - 1 -y | )P^nyl]-^ S -styrenesulfonamide 
Nf4m e ^ M mB S"?f -"^"y'P'P^^'ne-t-yD-phenylJbenzenesuifonamide. 

N.[4^ethoxy-3-(4^ethy.p,perazine-1-yl)phenyl]-2-methyl-5-nitrobenzenesulfonamide 
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N-[4-methoxy-3-(4-methy!pipe>azine-1^^ 

N-[4-m6thoxy-3-(4HTi6thylpip6r^ 

2,5-dime^hoxy-N-[4-methoxy-3-(4-methylp^ 

4-fluoro-N-[4-methoxy-3-(4-m6thylpjp6razine-1-yl)-ph§nyl]ben26nesulfonamide, 
4-chloro-N-[4-m6thoxy-3-(4-m6thylpip6razine-1-yt)-ph6nyl]benz6nesulfonamide, 
4-iodo-N-[4-methoxy-3-(4-methy1pip6ra 

4-6thyl-N^4-m6thoxy-3-(4-m6thylpip6razine-1-yl)-ph6nyl]ben26nesulfonamide, 
4-tertio-butyl-N-[4-m6thoxy-3-(4-m6thylpip6razine-1-yl) -ph6nyl]benzenesutfonamide, 
4-jsopropyl-N-[4-methoxy-3-(4-methylpip6razine-1-yl)-ph6nyl]benzenesulfonamjde,. 
4-tertio-amyl-N-[4-methoxy-3-(4-methy^ 
N-[4-melhoxy-3-(4-methylpipe>azine-1-yl^ 

4- n-butoxy-N-[4^6thoxy-3-(4-m6thylpip6razine-1-yl)-ph6nyi]benz^nesuffonamide, 
N-[4-m&hoxy-3-(4nTiethylpipe>azine-1-yl)-D^ 

5- chloro-N-[4-m&hoxy-3-(4-methylpipera^^ 

N-[4-m6thoxy-3-(4-m§thylpip6razine-1-yt)-ph6nyl]-1 -naphtalenesulfonamide, 
N-[4nriethoxy-3-(4HTi&hylpiperazine^ 
5-(dim&hylamino)-N-[4-methoxy-3-(4-met^ 
4-bromo-N-[7-(4-methylpiperazine-1-yl^^ 

4-methoxy-N^4-m6thoxy-3-(4-m6thylpip6razine-1-yl)-phenyl]benze 
4*n-butyl-N-[4-methoxy-3-(4-m6thylpiperazine-1-yl)-ph6nyl]benzenesulfonamjde, 

4- amino-N-[4-m6thoxy-3-(4-m6thylpip6razine-1-yl)-ph6nyl]benz6nesulfonamide, 

2- chloro-N-[4-m6thoxy-3-(4-methylpip6razine-1-yl)-ph6nyl]benzenesu[fonamide, 

3- chloro-N-[4-methoxy-3-(4-m&hylpipe^^ 

2, 3, 4-trichloro-N-[4HTi6thoxy-3-(4-m6thylpjp6razjne-1-yl)ph6nyl]benz6nesulfonamide^ 

4^hloro-N-[4-methoxy-3-(4-methy^ 

N-[4-methoxy-3-(4HTi&hylpipe>azine-^ 

2,5<iibromo-3,6-dffluoro-N^4-m6thoxy^ 

N-[4-methoxy-3-(4^ethylpipe>azine-1^^ 

5- chloro-2-methoxy-N-[4-methoxy-3-(4-met^ 

3- fluoro-N^4-methoxy-3-(4-m6thylpip6razine-1-yl)-phenyl]benzdnesulfonamide, 
3,4-difluoro-N-[4-m6thoxy-3-(4-m6thylpip6razine-1-yl)-ph6nyl]benz6nesutfonamide^ 

4- chloro-N-[4-methoxy-3-(4-methy^ 

3- chloro-N-[4-m§thoxy-3-(4-methylpip6razine-1-yl)-phenyl]-2-methylben 
N-[4-m6thoxy-3-(4HTi6thylpip§razine-1-yl)-ph6nyl]-8-quinol6jnesulfonaniide, 
N-[4-m&hoxy-3-(4-m&hylpipe7azine-1-y^^ 

3.4- dimethoxy-N-[4-methoxy-3-(4-methylpipeYazm^^ 
N-[4-m6thoxy-3-(4Hiri6thylpip6razm 

4- bromo-N-[4-methoxy-3-(4-6thylpiperazine-1-yl)-phenyl]benzenesulfonam 
2 l 3-dlchloro-N-[4-m6thoxy-3-(4-methylpiperazine-1-yl)-phenyl]benzen 

5- iodo-N-[4-methoxy-3-(4-methylp^^ 

3-iodo-N-[4-m6thoxy-3-(4-m6thylpip6razine-1-yl)-ph§nyl]benzenesulfonamide, 
3-iodo-N-[4-methoxy-3-(4-m§thyl 

[4-m6thoxy-3-(4-m6thylpip6razine-1 -yl)phenyl]amide d'acide 5-chloronaphtalene-2-su!fonique, 
[4-m6thoxy-3-(4-methylpiperazine-1-yl)phenyl]amide d'acide 5-chloronaphtalene-1 -sulfonique, 
[4-methoxy-3-(4-m6thylpip§razine-1 -yl)phenyl]amide d'acide 4-chloronaphtalene-1 -sulfonique, 
[4-methoxy-3-(4-methylpip§razine-1-yl)phenyl]arnide d'acide 7-chloronaphtalene-1 -sulfonique, 
[4-methoxy-3-(4-methylpiperazine-1-yl)phenyl]amide d'acide 5-ch!oro-2-methylbenzo[b]thiophene-3-suffoni- 
que, 

[4-m6thoxy-3-(4-methylpip6razine-1 -yt)phenyl]amide d'acide benzofuranne-2-sulfonique, 
[4-m6thoxy-3-(4-methy!pip6razine-1 -yl)phenyl]amide d'acide 1 -m6thyl-IH-indole-2-sulfonique, 
[4-methoxy-3-piperazine-1 -ylph6nyl]amide d'acide 5-pyridine-2-ylthiophene-2-sulfonique, 
N-(4-m&hoxy-3-piperazine-1-ylphenyl)-3-^^ 
3-iodo-N-(4-methoxy-3-piperazine-1-ylphenyl)benzenesutfonamide, 
(4-m6thoxy-3-piperazine-1 -ylphenyl)amide d'acide 3,5-dim6thylisoxazole-4-suffonique, 
3 r 5-dich!oro-N-(4-methoxy-3-pip6razine-1-ylphenyl)-benzenesulfonamide, 

2.5- dibromo-3,6-difluoro^-(4-metho)cy-3-p^ 

(4-methoxy-3-piperazine-1 -ylphenyl)amide d'acide naphtalene-1 -sulfonique, 
(4-methoxy-3-piperazine-1 -ylphenyl)amide d'acide 2-bromo-5-chlorothiophene-2-sulfonique, 
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3- bromo-N- ( 4-m6thoxy-3-p l p6ra 2 ine-1-y|ph6nyl)ben26n e sutfonamide, 
^hloro-N-C^mSthoxy-a-pip^razine-l-ylph^nylJbenzdnesulfonamide 

4 bromo-N-(4-methoxy-3-p l pera2ine-1 -ylphenyl)benzenesulfonaniide 

u S; oxy t Pip6raZine " 1 " ylph6ny,)amic,e d ' acide ^^o^-S-m^hylbenzofblthiophene-g-sulfoniouP 

M mf, , hZT P ! P ! raZ,ne \ 1 " y,ph6ny,)amide d ' acide 1-^hyl-1H-indole-2-sulfoniqJe " ' 

4 ml ^t P ' P f ra2 ' ne " 1 " ylph6nyl)amide d ' acide benzofuranne-2-sulfonique 

4- m6 hoxy-a-p^erazme-l-ylphenyDamlde d'acide naphtalene-2-sulfoniqJ 
(4^ e thoxy-3-p, P era 2 ine-1 -ylphenyl)amide d'acide 5-chloronaphtalene-1 1 -sulfonioue 

a'iS K ^" ( lr ^^•P'P^'^^-y'P^nyO-benzenesulfonamide, 

^ 6 * OXy - 3 -P'P era2lne - 1 -y | PWnyl)benzenesulfonan,ide. 
4- wdo-N-(4-methoxy-3-p,p era zine-1 -yiphenyijbenzenesulfonamide, 

[7-^«hy^^ d . acj(Je 2 , 5 ^ htorothiophfene ^ sljtfon , 

£^22£^^ S-Coro-^etbyibenzofb, 
chiorhydrate de H5«hloro*met^^ 
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2,3-dihydro-1H-indole, 

[3-m6thoxy-4-(4-m6thy!pip6razine-1-yl)ph§nyl]amide d'acide 5-chloro-3Hiiethylbenzo[b]thiophene-2-sulfoni- 
que, 

[3-(4-m6thylpiperazine-1 -yl)phenyl]amide d'acide naphtalene-2-sulfonique, 

2,3,44richloro-N-(4-methoxy-3-pipera^jne-1-ylphenyl)-benzenesulfonamide, 

2 l 3-dichloro-N-(4-methoxy-3-piperazine-1-ylphenyl)-benzenesulfonamide, 

3- chloro-2-methyl-N-(4"methoxy-3-pip6razine-1-ylphenyl)benzenesulfonamide, 

4- chloro-N-(4-m6thoxy-3-piperazine-1-ylphenyl)-benzenesulf on amide, 
(4-methoxy-3-piperazlne-1 -ylphenyl)amide d'acide 5-bromothiophene-2-sulfonique, 
2,3<lichloro-N-[4-m§thoxy-3-(4-m6thylpiperazine-1-yl)-phenyl]benzenesulfonam 
1-(5-chloro-3-methylbenzo[b]thioph6ne-2-sulfo^ 
5^hloro-1-(5^hloro-3-methylbenzo[b]thiophen 

1 -(5-chloro-3-methylbenzo[b]thiophene-2-sulfonyl)-7-pip§razine-1 -yi-1 ,2,3,4-tetrahydroquinoleine, 
[4-methyl-3-(4-methylpiperazine-1-yl)phenyl]amide d'acide 5-chloro-3-m§thyibenzo[b]thiophene-2-sulfoni- 
que, 

et ses sels pharmaceutiquement acceptables. 

10. Compose suivant I'une quelconque des revendications 1 a 8, qui est le chlorhydrate de (4-m6thoxy-3-piperazine- 
1 -yl)phenyl)amide d'acide 5-chloro-3-methylbenzo[b]thiophene-2-sulfonique. 

11. Compose suivant I'une quelconque des revendications 1 a 10, destine a etre utilise en therapeutique. 

12. Compose suivant I'une quelconque des revendications 1 a 10, destine a etre utilise en therapeutique, dans lequel 
Tactivite benefique se manifeste par un antagonisme des recepteurs 5-HT6. 

13. Compose suivant I'une quelconque des revendications 1 a 10, destine a etre utilise dans le traitement de la schi- 
zophrenie, de la maladie d* Alzheimer et/ou de la depression. 

14. Composition pharmaceutique qui comprend un compose suivant I'une quelconque des revendications 1 a 10 et 
un support ou exciprent pharmaceutiquement acceptable. 

15. Utilisation d'un compose suivant I'une quelconque des revendications 1 a 10 dans la production d'un medicament 
destine au traitement de la schizophrenie, de la maladie d'Alzheimer et/ou de la depression. 

16. Procede pour la preparation d'un compose de formule (I) ou d'un de ses sels repondant a la definition suivant la 
revendication 1 , qui comprend le couplage d'un compose de formule (II) : 



dans laquelle R 1 , n, P et A sont te!s que definis dans la formule (I), ou leurs derives proteges, et L represente 
un groupe partant, avec un compose de formule (III) : 
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R 5 



on) 

facu itrnh^m 6 " 9 R2 ' R3 ' * 61 R5 S ° m te ' S que d ' ,inis dans la formu,e ou leure d6riv6s P rot6 9 6s - et ensuite . 

• I'eJimi nation de tous les groupes protect eurs 

• I n lrH n ? rSi °? d " 0m P° s6s de f °J™ ,e *'> da ™ laquelle R4 represente un groupe NH-piperazine en com- 

• la fotinTl 6 ° h" S qUe ! e ^ repr&ente Un 9r ° Upe N " (alkyle en C i k WP^azine par alkylation, 

• la formation d'un sei pharmaceutiquement acceptable. 
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